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(57) Abstract: It is intended to provide mutants of anti-CD40 antibody, which is expected as therapeutically efficacious, having 
been optimized as a drug by lowering the ADCC and CDC activities thereof. Namely, an agonistic anti-CD40 monoclonal antibody 
mutant in which at least the hinge region is a hinge region originating in human IgG2 and which has a mutation and/or a substitution of 
one or more amino acids causing lowering in the ADCC and/or CDC activities in the constant region; and an antagonistic anti-CD40 
antibody mutant which has at least one mutation and/or substitution causing lowering in the ADCC and/or CDC activities in the 
constant region. 
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m m m 

£ t>\Z*mm\Z73-7>f-J vt>, 7>?3-Xt-j ^fitt^OO, ADCC" 

l < ttu- y a 7 * © -3 (omm & mm t fc^ft k nr $ . 

1. CD40 

CD40«^^*50kDa©aiJfiJ««®fc#«E'r*i^JRT»O, BifflJ&, ffiVtmM 
(DC) , &3®£)MI&> *LTJ»»±ftttfifc»8bT.V>*. CD40«BttUS'*> 

Komm, ft4k\zmm-&Wi£*\sT^z>]iti!)i%i*>nTuz>o emu. thB^a 

fammte%mtZ$imtLxm%.2n(B. A. Clark et. al., Proc. Natl.Acad. 
Sci. USA 83: 4494, 1986, I. Stamenkovic et. al. , EMBO J. 8:1403, 1989) . 

CD27. 0X40, CD30fc£#JgbTV>MNFMz7*-7:r5 U-©lt?0^>A-t 
It^^ntl^. t h*«t^^^OCD40K:»i"5U^>H (CD40L) 

M(3IUTV^JltWofc„ CD40U*, MfcfclSttfcS'i^l'fck b£ 
ct^^XWBMllSHSATSJI^'b^^TViS. 

*fc, • «tttifilc»BiBJ: 0 < ©CD405B£#*B3 tit* 0 , figft® 
#JSffl-3TV>*£i#gi3 6*>£fc'3T#&. CD40^CD40Lti^-&f St, triM 
kIHIJB (APC) OSttfc, -T£b*>CD80 (B7-1) 4>CD86 (B7-2) fc£©«t&*!l»fc 
a^CDSBS, *SVittIL-12©i£4*JiiSSl$n-5 (Caux, C., et al. .'Activation 
of human dendritic cells through CD40 cross-linking. J.Exp.Med., 

180:1263, 1994) , (Shu, D. , et al. : Activated T cells induce interleukin- 

1 
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12 production by monocyte via CD40-CD40 ligand interaction . 
Eur. J. Immunol., 25:1 125, 1995) . ##«II&KJ:»V>ftKlft*fl4WU Slrtfc'N 
;W\°-T (Th) ffflflSStt{tti6£jtoT^£o (naive) TM8IJ&© 

F &$$«T&3*M#$£GM-CSF;&im-4 tth \Z mm UTCD40L1C «k D 
j»2-frfc1tr$M (DCl) ttin vitroK&^T, IL-12££flB££- U 
naive ThM£ifHJMtt<bU IFNrS£TIBfl*R5frr* (1-&fc*>Thl<\©# 
4k* fe?) . c:©f^ffltttftlL-l2fitffK:«fcDffiliFSn*c:t^&, IL-l2£rfrLfc 
&lfctmxt>n%>. -#y>/tfc*HH*^ mffifo.\Zft&-? £plasmacytoid T 
«£IL-3, CD40U^>H^tt)fcm^bfe'J>A^^^illg (DC 2) tt, IL- 

nm&.tmG2~f. ^bT^^naive imm^mmmmtv, \L-m$iTmm& 

(ctl) \ts mmnfrTVimtzffimfc (&<<dv<ovz* u^tute mm 
j^*M}c^iibfcCD40$iS^l-^iaCD40 ; ey ? n—?)v&ifctf. mmzfth 

X to 5 to *> tZ&V0f£& ^^tutHSStlTtfc. irLCD40^& J t> U- j-)Vm& tt, 

2. y£irC# 

KCD40Si#3&«fflliaS5**SI^"ra (Barrett et al.. J. Immunol. 146: 

1722, 1991: Gordon et al., J. Immunol. 140: 1425, 1988) , ttllS©*** £ 

Jtit-TS (Gordon et al., J. Immunol. 140: 1425,1988; Valle et al., Eur. 

J. Immunol. 19: 1463, 1989) > talgMirCY*, iaCD20ia#:£fcttphorbol ester© 

frXfe&ikZnitmmvftWl&ffim-rz (Clark and Ledbetter, Proc. Natl. 

Acad. Sci. USA 83: 4494, 1986; Gordon et al., LEUCOCYTE TYPING III. A. J. 

McMicheal ed. Oxford University Press. Oxford, p. 426; Paulie et al. , J. 

2 



WO05063981 [file:/A\dcwas03 \firmdat a\lp\FoleyPat\PatentDoc uments\WO05063 981 CPC1 



WO 2005/063981 



PCT/JP2004/019750 



Page 4 of 212 



Immunol. 142: 590,1989) , IL4#ffiTTBM<D#§SJ£Ig2rt3 (Valle et al., 
Eur. J. Immunol. 19: 1463, 1989; Gordon et al., Eur. J. Immunol. 17: 
1535. 1987) , IL-mm, Tiiffl»SitMJ®£>IgE (Jabara et al. . J. Exp. 
Med. 172: 1861, 1990; Gascan et al., J Immunol. 147:8.1991 ) ^ IgG, IgM 

(Gascan et al.. I. Immunol. 147: 8, 1991) ©fgii£tgart3> IL-4k:J:5B 
m&fr S©^ttCD23/FceRII<D#$«h (Gordon and Guy, Immunol. Today 
8:339, 1987; Cairns et al., Eur. J. Immunol. 18: 349, 1988) M±©fg5i 
i#3£ (Challa A, Allergy, 54: 576, 1999) £T&, IL-6©£g SteiHf Z> 

(Clark and Shu, J. Immunol. 145: 1400, 1990) Z. tmi&ZftT^Z. £ <b 
fcfclu CDw32 + &*M#£TT, IL-4£tmCD40*n;#£»r3 £ t \Z J; D , 
k hWtttgmmmftZ^ mm? o- >^iit Z>Z\£^ (Bancherauet al., 
Science 241:70,1991) ^ m*>b<D$»bmm(D7'# h- y^^, titll/t^» 
<2fi&#l£}0^:b'e>f\ CD40£^LTMSn&;:<i: (Liu et al., Nature 342: 
929,1989) «^tW^. M±(D£5\zmm, t hB$ffllSSMll^T-5 

tfat^HbSf**^ 3eaBiiaK:*5^s«iia5EBi*ett*jB*fcffiiisnT*fc 

(Katira, A. et. al. . LEUKOCYTE TYPING V. S. F. Schlossossman, et. al. 
eds. p. 547. Oxford University Press. Oxford, W. C. Flansow et. al.. 
LEUKOCYTE TYPING V. S. F. Schlossossman. et. al. eds. p. 555. Oxford 
University Pres.s. Oxford, J. D. Pound et. al. , International Immunology, 
11: 1 1, 1999, ). 

£iCD40iH##DC£j5£^£ii 5 Z\ ttfTffZfttc (Z. H. Zhou et. al. , 
Hybridoma. 18:471 1999) » faWM&mmmm'fy't 5 >?\z&tfz> 

mmmomm, cd4o-cd4ol->^±u >#*frvrcKQmmk\z&%z\tm$ 

££*U mm^y ?u-±)linfc(mhb)\zJ:V), 'ffiftmM (DC) 0)%'mt\z& 
tf%ZJ)^)Vrt-mm<D®im*ttWT$%Z\t&7*-2fttc (Shoenberger. S. P. . 
et. al. : T-cell help for cytotoxic T lymphocytes is mediated by CD40- 
CD40L interactions. Nature. 480.1998) . V^T. \z&^TmMQUfc<D 

^\z^y)zm^m^^mmmuo^u^imm,mmmmt^%±w^wm 

3 
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BJIgTfeS H b ft 7*2 ft ft (French, R. R. , et. al. : CD40 antibody evokes a 
cytotoxic T-cell response that eradicates lymphoma and bypasses T-cell 
help. Nature Medicine, 5. 1999) 0 

o^mfcofem, m<Dmmm\z&%L?%b(Dt%7Lt>ftT^z> B W002/088I86 

KM341-l-19in:#^m±-ri)A'f F- VKM341-1-I9te2001^9£ 27 B , 2105inl 
fcZm&'fZJWfV K-^2105te2002*M£17Blr, Mff&&A£il&flm 

%w%?J\ mt&wmn-ty?- (»^<tffiiT@.i#itei««) 
\z7$^7, h&®\zm*3%mnmn-2ftT^2>o ^i6#^^ferm BP-7759 

(KM341-1-19) &£lKFERM BP-8024 (2105) T*&5. 

-U, ±f3©£5£, mOtff&&Em\Z&\,*Tm^?£'&m*U?T^%Z\tfr 

f&%mm<Dmmmtfm%-t%%tmwisn2>o sawada-Hase^rau 2u->mm 
mo^mst <*> owvmuo & & < mm? % mm o% ij-a-#±# b t z. t *m 

jSMfr^ CD40©?§^b^^S^^a©?&^t^^T*ab§pJfg'l4y0^^)o 

CD40 U #> H fcfl-TS Mi/tft t>, CD40£CD40 U #> K £<DM£#IW^1- &j£JS 

sk/Mzm^-r^t^^m^ (V. Henn et. al., Nature 391: 591, 1998) 

fitSJlt^StltV^ (T. Kawai et. al. , Nat. Medi. 6: 114, 2000) 0 

muQimfc£Vb. ttLzmo\ztt?%fc®o%tf££mzmti%£nwT*z 

3. irtCD40fex#:ibT«CD40LCDCD40^<Dlt^^Jfl]$iJU, tz&fr'O, tnfo&Mtf 

CD40 £ b & V> £ i: t $ *l* . 

4 
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±»bfc«fiBfc*^*, 7>^rf-xx^ yzmmotamz, sb^^eo 

ntU5. W002/088186fctt«nfc7>^^-^r-^ y #«tt£*rr£8iCD40Jfi 
aqpffSn*. 4DllStfr*S±-r*/W^U H-T4Dlltt2001^9^27H^, & 

«FERM BP-7758T&3. 

^£1*1 WO02/088186^&$B 

##5S!Bfci\ W002/088 1861c: IS »*»*3&t)BWT# St^Oiitftfc 

*BJ^ffl»««O^3fe«©*^TfeSB*BI#i i l : tB1^2003-431408^©^iea : 

@ 1 A- 1 tt, ttCD407^n^ hin;#:©CD40^iB?y$«fc^|SIbfc^y5 1 F^ 
B1A-2 tt, mUQ7zi-X hK#CDCD40%BB5llS»fc^«Lfc^^H^ 
01B-1H irCCD407>^^-X h^OCD40<£@B^J*SCTi3b/5:^y5 1 

B1B-2H ffECD407>*=f-* hft#<9CD40£gS^J£S£^Lfc^:7^ :: 

^OftMtiftiSbftBT** (HlB-lOtt*) . 

5 
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HI 2 ARk &&W4Q\Z.#tZttZMmfc<Dl&&&*m\sttW'VlbZ. 

@2CH ^^CD40lC^t^^CD40tfi#(DilS^tt^^bfclIlT2&§. 

0 3AH, KM341-l-19ffi#fcP3 3 1 S©3Ea£3WALT*>, RamosM^;® 

0 3BH KM341-l-19in;#:fcP3 3 1 SO^S^iAbTfe, RamosM^©CD9 

H4AI4, KM341-l-19ffi#K:P3 3 lS^I^iAnt, 

04BH kM#*«9fciH, G2/4*J«£V»»#Stt3ft«»*c:tft^-ria'T? 

<fc o 

Ramos«^CDJlS'&»^bL*:^c:tSr^-rigT&*. 

'05B-1H 2105ta#Otf 7£7X£IgG2#6te©1J-:/£ ^^gftLfc 

RamosSSfflaS^\0DCD9 5 BMiliSttjWKTTS H t £^TEITfc3o 
@5B-2il KM341-l-19Ja#:©-y-7 f ^^7.^IgG2^e,{i&©lJ-y^7 7,'\^ 
^Lfc^^s Ramos«Bfla^©CD9 5 »3J{liiJ£tt#ttTf* C t*KtmT&%. 

0 6 B - 1 tt, KM341-l-190t^ORainos«Blia^0CD9 5fB3R{E3i»tttt, 7y/1 

I6B-2H 2105ffi#©RMOS*^^®CD9 5&gHEl«ttWU 7yA-t> 

0 7A«s F72&IgG2tf:/£5*K:3eJfc*r*£, RaB0S«HB^®Jg£tB«3Efcl, 
&V*c:££jjVf BIT**. 

6 • 
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0 8Bft 4 DllJaft© ^ 7, £IgG 1 ^ S IgG4^g$ L fcJ§£, 

CD40Ligandfc £ fc^>RamosifflflSfc*5^SCD95(D^^±#^IW)gSPl$T?) £ 
T0T&3o 

0 9te> 4Dim#:©1*-:/^77,£IgGl ^6IgG4, ^PElC^fc^^ ADCC 
?£tt£M&^Lfc;i££^1-0T&3. 

01 OH 4Dll*n#:W:/£57.£IgGl IgG4P^$;t#:4i-&, CDC«tt# 
® U V tz Z. t HIT & 5 o 

01 1H 4D11GK 4D11G4P. -4DllG4PE^human CD40 h ^ >7.> J x - y Z V 
^XtS^bfc^©, A^BM^O'^lb (*«U>A-S£ + <DB220littJiiJ3S) 

Ell 2A(t mCD40in;#:^human CD40 h ? ^T^Xfc^-^-Lfc^ 
B$»HflS©CD23©^5i±# (J»TOfflJ3a + ©CD23^ttm) £^T0T&3. 
01 2BH in CD40irE#£ human CD40 h 5 >*$?x:z y ^T^fc^Lfc^ 

u$»»ie^©cD86©^3i±# mmmm* vmm&mm) ^tiTfe^. 

01 2CH muom** human CD40 h ^ >7.^x - 7 ^^^T.fc^-^Lfc^ 

013AH human CD40 h?>7.^xny £ v^TJci&ttS 4D1K 281-1- 
\0\z£Z>irimWm&)$i& (IgGl) m£.»mtt£^T0T&3. 

01 3BH human CD40 h ^ vx ~ 7 # ^£7. \zteftZ> 4D1L 281-1- 
10K:£3^II^IIl$in;#: (IgM) g£#P Wtt^^T0Tfe^». 

SHAH ^!M^Wir[#:S4^$iJ«tt^^©i(ii^Biligj3a^ (^JfilU> 

014BH fam'&&®fcfcm±mm&t&mm<DBm*mj&%. (dwj> 

* ©B220littij5fflJ&) £^T0T & o 

01 5tt, *^^-<1f;i/t30mg/kg©4DllG4P, 4DllG4PE£i£#Ufc4§£-G[>jfii* 

7 . 
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H16lt HI15©»fl#©ifii4 l IL-12^&^TiaT^^ 0 
017H 4DllG4PE©1t;l/DTH^»^ (**-^-flJ-;HC*Jt 

i2 0Alt 4DllG4PEi5C8 (iaCD40Ligand*rE{*) (Dlf!L>h&MM\Z$i-?Z>& 
02OBH 4D11G4PE£5C8 (jnCD40Ligand*n;#:) ©Jfe/htRSafc**?-** 
02 1lt 4D11G4P> 4DUG4PE, 4DllG2Ser> 4D11G4/2/4& pH2. 7, 371CT 
H2 2H MCD407>*3*r:;*7V y ^tt#fcJ:*&J(t«P«M-J§l6«l«fffflft 
EI 2 3 Us Ramos»IJS*^*bfcfflas , 7^^f£341G2Ser*18:#bfc«'&0aBia 
0 2 411 T24WJfi*»«bfcS«*7^XK:341G2Ser*K#Ufc«^©iBejfi» 

B2 6I1 Capan-2»IJfi*^*l/fcffl*T^^K:341G2Ser%!9;#bfc»^Oj|B 

8 
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Z<D®&®m\*2mm&Q* ttftft&&mm&mmm&m& (Antibody- 
Dependent Cellular Cytotoxicity., ETF, -ADCCfcl&fB) , &lftt#tt$tt!IIJB 
HSJ&tt (Complement-Dependent Cytotoxicity. £(T> CDCtID§iB) £V>fc>ttT 

ADCCtt* Macrophage, NKUHfi* ff ^^©gSKSgS? UT V^Fc Receptor 

iSte<bT5Ji£K:j:DB*an*> «nai»#att©ct&"»'5. cdc^m 

|3 itl) £ ts^to^o Tl*3 (Charles A.' Janeway et. al. Immunobiology, 
1997, Current Biology Ltd/Garland Publishing Inc.) . 
jfiCD407 ^Xr-f y£#E#te, ftftfl&tt^iV^^fll^^^XA^&ADCC. 

mtbT«k»)i!f*LVit#Ae.n*. fcbfc, adcc, cDCigttt«korcD4056gj 

LT, ^SIMtSW^. ^(Dtzft. ADCC, .CDCt£tt*#fcfeV>g 

JR#<*\ ft**#ftf^«b-t©Stt*fl^fc. 

ADCC, CDC«£«* ^©iJ-y^^^fc.fcoT^ttdJS&SCltjOSftl&nTViS 

fc©* ADCC, CDCStt©(£«tt-y-^^5^©SgSlfc«fcoT - 5I|gTft*t*A&n 

fciAtf, MgG-tJ-^^^X©*^ IgG4«ADCC, CDC«tt^te 

V^7^^7>ibT^e>nT43D> IgG2«CDCi&te«fc**<, ADCCfettte{g< > 

IgGlttADCC, CDC»tt©W:£i:fci£V>;i £#«#£>ITV5S (Charles A. 

Janeway et. al. Immunobiology, 1997, Current Biology Ltd/Garland 

Publishing Inc.) . £©«p«££j&>U #£©-?•:/£ H tfc«fc 

9 
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ADCC. CDCiStt*ffi«***^i*£bTtt, tft*Jt**«fc* 

S*»A*r*c:tk:j;oTBllBTfe*c:t*«aft$nTVi*. L235, 

D265. D270. K322. P33K P329 (7^77^y htt75ytO-X*«E. »^ 

ttKabat £fc££EM >x y #X (Kabat et. al., Sequences of proteins of 

Immunological Interest, 1991 Fifth edition) JSTFRft. ) «U hh 

IgG©ffi#«ttfcfl&fcajgfc«SI£*fc UTVi* i#A £>tiT:fc 0 % z. ©fflffi^ 

ffi©757ll:ilt5J:«!:liJ:oT, CDCJ£tt*tt*TS* (Esohe E. 

Idusogie et. al. J. Immunol. 2000, 164:4178-4184, Yuanyuan Xu et. al. J. 

Biol. Chem. 1994, 269:3469-3474, Brekke, O.H. et. al. Eur. J. Immunol. 

1994, 24:2542, Morgan, A., et. al., Immunology 1995, 86:319, Lund, J., 

et. ah. J. Immunol., 1996, 157:4963, Tao, M. E, et. al. , J. Exp. Med. 

1993, 178:661) . ^ttWfctt, D270. K322. P329. P331£Afc«glT£ £ t\Z& 

DpJtgT&&o P331£S^G«$T&;i<hfcJ;oTfcBj|&T<&3 < , 

Glu233-Ser239. Gly3 1 6-Lys338 > Lys274-Arg30K Tyr407-Arg416 > 

Asn297 . Glu318 . Leu234-Ser239 , Asp265-Glu269 . Asn297-Thr299 , Ala327- 

Ile332«IgG£FcR©Ji8£K:H#UTV>*£#ASnTfc»5 (Duncan, A. R. , 

Woof, J. M., Partridge, L. J., Burton, D. R. , and Winter, G. (1988) 

Nature 332, 563-564. Gessner, J. E. , Heiken, H. , Tamm, A., and Schmidt, 

R. E. (1998) Ann. Hematol. 76, 231-248 , Gavin, A., Hulett, M. , and 

Hogarth, P. M. (1998) in The Immunoglobulin Receptors and Their 

Physiological and Pathological Roles in Immunity (van de Winkel, I.G.J. , 

and HogaTth, P. M. , eds) , pp. 11-35, Kluwer Academic Publishers Group, 

Dordrecht, The Netherlands. Sautes, C. (1997) in Cell^mediated Effects 

of Immunoglobulins (Fridman, W. H. , and Sautes, C. , eds) , pp. 29-66, R. 

G. Landes Co., Austin, TX, Da' ron, M. (1997) Annu. Rev. Immunol. 15, 203- 

234. Canfield, S. M. , and Morrison, S. L. (1991) J. Exp. Med. 173, 1483- 

1491% Chappel, M. S. , Isenman, D. E. , Everett, M. , Xu, Y. -Y. , Dorrington, 
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K. J., and Klein, M. H. (1991) Proc. Natl. Acad. Sci. U.S.A. 88, 9036- 
9040, Woof, J. M. , Partridge, L. J., Jefferis, R. , and Burton, D. R. 
(1986) Mol. Immunol. 23, 319-330, Wines, B. D. ,' Powell, M. S. , Parren, P. 
W. H. I., Barnes, N. , and Hogarth, P. M. (2000) J. Immunol. 164, 5313- 
5318) , Z(Dmmz%zg*MA?Z>Zt\Z£K), ADCC«gttOfi»3&JpI|gT**t 
#*&n3. A#tt£ttL235£E, G237*Ali:il*T* C £ fc£ O , FcR£0»t£ 

*58 93 ©i/tft te> ±IB 0ADCC& J: / * ft ttCDCStt $t57$/i© 
^g£l£il±, $f£b<tel~20fi, 1~17<@, 1-16®, l~15{i, 1-14®, 
1~13{@> l~12ffi, 1~1.H@, IMOffl, 1~9#, l~8fl, 1~7{@, 1 
~6{i, 1~5<1, 1~4<@, l~3<i£fc«l hL<lZ2mGtZ>„ 

-WOttCD40tt#fcHbTtt, »*^7=f-X hiStt©»3RfcMUTIgG20t 

[1] k MgG207^^~t:>> ? ^«ttX5 F/Pfc^fttfU JttifigJgtfcADCCis 

«k «CDC0Hjn * RME»££.i;-& u & $ i &i±0 7 $ y stc^^t & a 

[2] £***a*kMgGT?*«, [1]©I«. 

[3] h MgGtffc MgGH?**, [2] ©ML' 

[4] k HgG#k MgG2T&3, [2]0S&. 

[5] k HgG^k MgG3T?&&, [2] ©ML 
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[6] kMgGj&*fcMgG4T*fc, [2]©S«U 

[7] SfM©75;t©iM Kabat6K:<k*ElK >t*;^7I:J;I3SS 
tl?)331fi©7 0 nij >£>-fe ij >^\©IiT^2), [3J~ [5] OViTn^©a«. 

[ 8 ] [ i ] ~ [ 7 ] m*irnfr<DMm*^ts ^ / ^ D-?-;i/tt#. 

[9] F-VKM341-1-19 (gffc##FERM BP-7759) ^tSty^D 

-^;i/tt#©a«©Ttf£«*s#-r ^ 1 1 ] ~ [ 7 ] ©n-ma^a*. 

[10] [9]Olffi*«ktJ!M^U F-TKM341-1-19 (gf6#^FERM BP-7759) 

[ii] se?y#^3 sT^snstfu^^FOT^^wi-^ m-m 

[12] [1 l]©a«J;^i3^J#^4 0T^^n^#U^^H©'SJ^«^ 

[13] mpmnn2T%2ft2>#v ^7?' Ffrbz/tfi-jiffiPizw^tzmttfr 
e>&3 [i]©a^o 

[14] [1 3]©S»J;^@B^J#^134T^$n^#U^^H^e»>'^;P 

[i 5] iB^j#-ti3iT^$nMu^^ i^^F^w-rs^^^-s^tf 

e g£ £ n§ [ 1 ] Oil. 
[1 6] SB^J#^131T«^n^#U^^l/^5 1 h*^ci:t;gB?iJ#^133TS$nS 

#u^^w^^h**wi _ ^^^^^--*#ty?i=E^e>ii4$n^[8](D ; ey^ 

[17] VW^'J F-V2105 (§f6#-^FERM BP-8024) ^tS^/^D-t 

;i/ia#:©Mm©^^^wr^)> [ 1 ] ~ [ 7 ] mvf n^©fi$i„ 

[18] [1 7]<D«i5:feJ;tfA-l':/U F-V2105 (gf£#€FERM BP-8024) 
;i/irE^o 

[19] E^iJ#^4 2T^^n^>^'J^^5 1 F©W^«^^-r-5> [1]~[7] 
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[2 0] [1 9]©«»:fc«ktfeai#*4 4T^$tlS^U^y5 1 H©nJ^^$ 
[2 1] iB^J#^136TS^n^^U^7 0 ^H^e>'>^±;i/gB?iJ<&^V^c^^ 
[2 2] [2 l]©M«*J:tffiB^I#-*138Tf**n«#'J^^H36»5^^;V 

[2 3] @B^J#^135T«$n^>^U^^U'^5 1 H^^-r^^^^^^-$^ty 

®±&t>m&2nz>[i)<Dnmo 

[25] m&m%m*e&'$n%i$vzin'*?}! 0 

[2 6] E*JM133T?«Sn*#l)S*l':fr3 1 h\ 

[2 7] [2 5]©*° U^^WK^tn^^^- 

[2 8] [2 6]©#U*£l'#3 1 l*££?"*365I'S**--. 

[2 9] [2 5]43<£tf [2 6] ©#U*£ K&^-TS^^^^-. 

[3 0] [2 7]0^^^-m?li. 

[3 1] [2 8]®^^^-m^, 

[3 2] [2 9]©fg3i^*-£l^M£o 

[3 3] [3 0]©fi$igtl^t«it, ^^^R^/^fera^i^^^ 

[3 4] [3 2]©?g±£i£$l$4'«SU ^±S*t)S^/^fe«|g?g±^ 5,^6 

[35] mmm^m^^n^t^j^^ut^^o 

[3 6] K^J#^137TSl£nStf U*£1/^F. 

[3 7] [3 5]O^U^^ WF^tn^^^- 
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[3 8] [3 6]©#U?^ WF^t^i^^-, 

[3 9] [3 5 ]&<£#[ 3 6]0^U?i7l/t?F^tl)^^^- 

[4 0] [3 7]0»i7^-^tfi±, 

[4 l] [3 8]comiM^t7$>-Z<e;tsmiko 

[4 2] [3 9)(Dmm^^^-^ty^ 0 

[4 3] [4 0]Oii^tWTitil, &imWRZ$/£tc\mm3zfrt> : E 

[4 4] [4 2]<Dlt££i&« + Tig«U «#*»Xtf/*fcttttfc±j&» C^E 

[4 5] t MjBG2©7s>A-fc>$>*J:tf5 H;Pt >^£WbTV>fcV>$i#<D7 
y/V-fc>5?43J;tf3 F;i/k>5>S, k MgG207y/t-fc>5*fe«ktf5 H;i/t 
>^ligir§ii^^tf, jrfnx h«tt£;£1-3CD4(H;:jS§-&T3 ; e/ 

[4 6] mo\zmG?%^; zu-i-jvmftnmMo^&mmotfv^y^Fz 

[4 7] k MgG207y/1-k>5*fe«fctf5 K;i/k >^£WbTl>ft^$vft:®7 
y/t-k>S*&J:tf5 K^k^v^, k MgG2©7y A°- 1 >S*feJ:tf5 K;Pk 

[4 8] CD40^|g^T^^/^D~^;^#:©a^©pT^^©^U^y5 1 F$ 
#tt2)Ii^tf, «Rjgfg«£:k MgG2©7y/t-k>5*fe«i;tf$ K;Uk> 

[49]' [.8], [10], [12], [14], [16], [18], [20], [22]&J: 
[4 9](5Eil)S«. 

[51] [4 9]©Essiifiri5**i«A»*ica4'r*2:tft^^ mm, ^jm 
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[5 2] m&MlM, *K#:*fcr4SBfttf«l*o^R*fctt»*K:fflVJ6n*E 
*fcfifc*£«ifi?**fc«>®. [8]> [10], [12]; [14], [16], [18], 
[20], [2 2]&&Zfi[2 4] Wm^©^ 2U~-±)l&ifc(D&mc 

[8 9] mpm^m-vmznztf u s^^f^s v^^se^d- h*- 

IgGlT&S. ##589m, hMgG2fcJRf*7^n^hRCD40ift#lC*« 

' ADCCStt*«fcrXCDCei4^<STUT^*ttt, ±B**#T! : 35i:VJ, 
CB-40^:/ ZU-j-JVffimzlt^T, ADCCStt*«k^CDC3&^<£TUTVi*Ct*V> 
V\ flIAK*, A-f^D F-VKM341-1-19 (§f£#^FERM BP-7759) t>b<tt2105 
(£K#*FERM BP-8024) 2 a-±;i'ffi#£Jfc^TADCC«tt*5«l: 

CDCjWKT LT^%Zt*^5o ADCCJgtt£ £ tfCDCfi&tt te&*D \z J: 0 HI 

-f^U H-VKM341-1-19 (Sf6#^FERM BP-7759) t>b<te2105 (gffcS^FERM 

bp-8024) *«s^t-*^y ^D-^;^#©m«*«kr;««Rra**BB?uttWT 

km34 i -l - 1 9 o mm & wm © *r % got & □ - k t * dnam zt \z m m& urn 
mors yuEWft^n-fn^Ttew-r. 
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KM341-l-19*ri#: ©SSjt&SiE^J (BB?U#^3 7) fcfctf*, ->^;PBWtt 
50#@©Tt ! -> (A) ^^5. :^:M/B^J<bT^^©^#«109#B© 
[7t->] ([ADillO#B©5'hS/>(C)©Mfcffi1tU HIM^HmcD 
^#«493#@©7x->(A) £494#B©^7~XG) OlHUcMt* (iftfc^B 
J9f«V7hi>x7 (Signal P ver. 2) . 

KM341-1-19K^ ©St^TS/Kfll (@B^J#^3 8) fcfctf*, */#1-)Vm9l 

tRr«««©^tt2o#a©"fe'j > (s) £2i#g©^;w*$ > (Q) ©rafcfiti, 

>ff&«« ££#««©«#« 1 48#B©-fe U > (S) 1 149#B©7 5-> (A) ©M 

&± <fc 0 > KM341-l-19j3ifc ©SW3£fftt©&£B8ltt.- ffi#l#€ 3 7 f343 
^*110#aO'>h"»(C)3^e>493#@©77 f ->(A)*TT»«i. KM341- 
l-19tt# ©M«TO**©73,/KBaitt, BSWI3 8 fc:fctt521#B©^ 
> (Q) j&>&148#B©-fetf >(S) mfe^. 

KM341-l-19fft#©e«iSSEai (SB^J##3 9) x^;VB?Ute, 
29#@©7x-> (A) 5^*;i/E*J£W&fiH«©$fcim88#B© 
[7r->] ([AD <h89#B©^7->(G)©rMfcftfiU *!£«#££#««©:»& 
#«4 00#B©7x-XA) <h401#g©[~>r v>] ([CD ©WUcWr 5 Gt£ 
^EJU^SOV? h-)i7 (Signal P ver. 2) £M) . 

KM341-l-19tft#©«*75/«ai (EWff 4 0) fcfcttS, z/tfirfrmMt 
T3**tt©**tt20#B©^U vXG) t21#B©^;i/^5>K (B)©Wfctt«U 
TO«*tft*«*©*ffttl24#B©US;>ap tl25#@©[7;i/^^>] ([RD 

©rafcfiB"f*. 

£U£D> KM34M-19tft{fr©«*TO«*©1tt*E7!l«, EM^3 9l:fe^ 
*89#B-©^7->(G)^6400#B©7x=>(A)*T*P»*, KM341-1- 

lgttfleoenTOfwtcysyuBWtt, e*i#^4 ot*^s2i#B©^;^ 

5>i? (E)fr5124#B©l)5>>(K)f[*TrC&*. 
KM341-l-19Jri# fifilttiSB^J (EW## 3 7 ) : 

GTCGACGCTGAATTCTGGCTGACCAGGGCAGCCACCAGAGCTCCAGACAATGTCTGTCTCCTTCCTCATCTT 

CCTGCCCGTGCTGGGCCTCCCATGGGGTGTCCTGTCACAGGTCCAACTGCAGCAGTCAGGTCCAGGACTGGT 
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GAAGCCCTCGCAGACCCTCTCACTCACCTGTGCCATCTCCGGGGACAGTGTCTCTAGCAACAGTGCTACTTG 

GAACTGGATCAGGCAGTCCCCATCGAGAGACCTTGAGTGGCTGGGAAGGACATACTACAGGTCCAAGTGGTA 

TCGTGATTATGTAGGATCTGTGAAAAGTCGAATAATCATCAACCCAGACACATCCAACAACCAGTTCTCCCT 

GCAGCTGAACTCTGTGACTCCCGAGGACACGGCTATATATTACTGTACAAGAGCACAGTGGCTGGGAGGGGA 

TTACCCCTACTACTACAGTATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCTTCAGCCTCCACCAA 

GGGCCCATCGGTCTTCCCCCTGGCGCCCTGCTCCAGGAGCACCTCCGAGAGCACAGCGGCCCTGGGCTGCCT 

GGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCTCTGACCAGCGGCGTGCACAC 

CTTCCCAGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCCTCCAGCAACTT 

CGGCACCCAGACCTACACCTGCAACGTAGATCACAAGCCCAGCAACACCAAGGTGGACAAGACAGTTGAGCG 

CAAATGTTGTGTCGAGTGCCCACCGTGCCCAGCACCACCTGTGGCAGGACCGTCAGTCTTCCTCTTCCCCCC 

AAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACGTGCGTGGTGGTGGACGTGAGCCACGA 

AGACCCCGAGGTCCAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCACGGGA 

GGAGCAGTTCAACAGCACGTTCCGTGTGGTCAGCGTCCTCACCGTTGTGCACCAGGACTGGCTGAACGGCAA 

GGAGTACAAGTGCAAGGTCTCCAACAAAGGCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAACCAAAGG 

GCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTCAGCCT 

GACCTGCCTGGTCAAAGGCTTCTACCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAA 

CAACTACAAGACCACACCTCCCATGCTGGACTCAGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGA 

CAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACAC 

GCAGAAGAGCCTCTCCCTGTCTCCGGGTAAATGAGGATCC 

KM34i-i-i9*a# mmY^ymmn (mnm^3.8) 

MSVSFLIFLPVLGLPWGVLSQVQLQQSGPGLVKPSQTLSLTCAISGDSVSSNSATWNWIRQSPSRDLEWLGR 
TYYRSKWYRDYVGSVKSRIIINPDTSNNQFSLQLNSVTPEDTAIYYCTRAQWLGGDYPYYYSMDVWGQGTTV 
TVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSV 
VTVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTC 
VVVDVSHEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIE 
KTISKTKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPMLDSDGSFF 
LYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK 
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KM34i-i-i9«# mmx&mm (e?>j## 3 9 ) : 

ACTGCTCAGTTAGGACCCAGAGGGAACCATGGAAGCCCCAGCTCAGCTTCTCTTCCTCCTGCTACTCTGGCT 
CCCAGATACCACCGGAGAAATTGTGTTGACACAGTCTCCAGCCACC'CTGTCTTTGTCTCCAGGGGAAAGAGC 
CACCCTCTCCTGCAGGGCCAGTCAGAGTGTTAGCAGCTACTTAGCCIGGTACCAACAGAAACCTGGCCAGGC 
TCCCAGGCTCCTCATCTATGATGCATCCAACAGGGCCACTGGCATCCCAGCCAGGTTCAGTGGCAGTGGGTC 
TGGGACAGACTTCACTCTCACCATCAGCAGCCTAGAGCCTGAAGATTTTGCAGTTTATTACTGTCAGCAGCG 
TAGCAACACTTTCGGCCCTGGGACCAAAGTGGATATCAAACGTACG 

KM341-l-19Jri#: S. J W^M (@B^J#^4 0 ) 

MEAPAQLLFLLLLWLPDTTGEIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLIYDAS 
NRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRSNTFGPGTKVDIKRT 

2 105 triW <DMm%. XtUM pJ^« £ □ - H T & DNAMtf \Z fi$I& 7 5 

07f=> (A) fr&jfc**. S/^Pfifl^fcMttoafffclZBfciOl^S 
>] ([T]) tl27#gCD^7->(G)®rafcttBb^ T>J&ig«££#S«GD:£#tt 
495#S077 S -XA) i496#10^7->(G)0Mfcffiflfr* (itfirHBaffM 
7 7h£x7 (Signal P ver. 2) SrftJB) . 

#0*#ttl9#i®$';*7M' XC) t'20#l®^';U^5 >IS(E)(!)^l:fill, pj 
£1K* iS1t««0*l?-ttl42# !OtU> (S) <h 143# @ ©7 5- XA) ©HCt 

&±J:9> 2105*fC#: ©figOtf£1K«0i£SBB?!lfcju E?!l#*t 4 1 fcfctf* 
127#g®^7~XG)^£495#@©7x-XA) £TT&3 0 Sfcs 2105ta#:© 
Ii"J^©7 5;WJIt E*l#^4 2fc:fett*2O#i0$Ol^5>Bfc 

(E)^e>i42#i©-tu xsitms. 

2105#ifc®g£&SEai (E?>J##4 3) v^;i/@E?"Jte> 28#@ 

©7t-> (A) 3^6*6**. ->^^E2Wi:Rr««*©«»tt87#l©[7x= 

18 
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>] (lA])t88#i0^7 = XG)<DWK:ffillU Tirg««££#«i«0«JM*4O5 
# @ © 7 5 s - > (A) £ 406# S © [-> h >]■ ( [C] ) © HQ \z £ ( JlfirFEai ^ 
jWV7h9x7 (Signal P ver. 2) . 

21O5Jfi#0««7 5^K2?iJ (SB^iJ#-%4 4) z/#1rj\,mmt. "l^m 

*O«JIltt20#iO^U'»(G) fc2l#i©^;^5>ll(E)©MtettllU nf^ 
««t^#««©»^ttl26#B©'J^>(K) tl27#g©[7;i/^^>] ([R])©M 

£U:£?K 2l05ifC#:©^"5J^^©^B3JiJ«, E?!i#-3 4 3 fc*5tt588# 
g©^7~XG)^e>405#g©7x~>(A) STT^, *fc, 2l05irC#:©igm 

uac*«o7 5 y»K?ott» iB»^4 4 n&ttS2i#g©^;i^s >m m & 

&l26#g©'JS»(K)*T?T!&*. 
2l05tfL# (@S?"J#^ : 4 1 ) 

CTGAACACAGACCCGTCGACTCCCAGGTGTTTCCATTCAGTGATCAGCACTGAACACAGAGGACTCACCATG 
GAGTTGGGACTGAGCTGGATTTTCCTTTTGGCTATTTTAAAAGGTGTCCAGTGTGAAGTGCAGCTGGTGGAG 
TCTGGGGGAGGCTTGGTACAGCCTGGCAGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTCACCTTTGAT 
GATTATGCCATGCACTGGGTCCGGCAAGCTCCAGGGAAGGGCCTGGAGTGGGTCTCAGGTATTAGTTGGAAT 
AGTGGTAGCTTGGTGCATGCGGACTCTGTGAAGGGCCGATTCACCATCTCCAGAGACAACGCCAAGAACTCC 
CTGTATCTGCAAATGAACAGTCTGAGAGCTGAGGACACGGCCTTGTATTACTGTGCAAGAGATAGGCTATTT 
CGGGGAGTTAGGTACTACGGTATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCCTCAGCTAGCACC 
AAGG 

2105ir[#: «Sl7 5 7 ig@e?ll (I3?U## : 4 2) 

MELGLSWIFLLA1LKGVQCEVQLVESGGGLVQPGRSLRLSCAASGFTFDDYAMHWVRQAPGKGLEWYSG1SW 
N SGSLVHADSVKGRFT I SRDNAKNSLYLQMNSLRAEDTALYY CARDRLFRGVRYYGMDVWGQGTTVTVSSAS 
TK 

2105tri#: fett££K8f (B91I** : 4 3 ) 

CTGCTCAGTTAGGACCCAGAGGGAACCATGGAAGCCCCAGCTCAGCTTCTCTTCCTCCTGCTACTCTGGCTC 

19 
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CCAGATACCACCGGAGAAATTGTGTTGACACAGTCTCCAGCCACCCTGTCTTTGTCTCCAGGGGAAAGAGCC 
ACCCTCTCCTGCAGGGCCAGTCAGAGTGTTAGCAGCTAGTTAGCCTGGTACCAACAGAAACCTGGCCAGGCT 
CCCAGGCTCCTCATCTATGATGCATCCAACAGGGCCACTGGCATCCCAGCCAGGTTCAGTGGCAGTGGGTCT 
GGGACAGACTTCACTCTCACCATCAGCAGCCTAGAGCCTGAAGATTTTGCAGTTTATTACTGTCAGCAGCGT 
AGCCACTGGCTCACTTTCGGCGGGGGGACCAAGGTGGAGATCAAACGTACGGTG 

2105*h# @S£75 J WMM (E?'J## : 4 4) 

MEAPAQLLFLLLLWLPDTTGEIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLIYDAS 
NRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRSHWLTFGGGTKVEIKRTV 

34iG2Ser©a«ifiSE5u (s^ui) fcfcw*, ^^-r)vmnt 

^«<h£^M©^im444#@<Z)7x->(A) t445#S©^7-> (G) Offl 
fcffi«*r* (I€fWiV7 h^7x7 (Signal P ver. 2) ftttJB) . 

341G2Ser©S«75>'B?ll (i?iJ#^13 2) tefctt*, *>"4^;i/Eai£*J* 
#l«CD»fftt20#BO'fel)>(S) £21#B©^;i^5>(Q)®MfcffiBU 
^t^#®^9^#ai48#ao-fe>J >(S) £149»B075->(A)0Mfcffi«t" 

£U£D, 341G2Ser©a«Rjg««0tta£ffiaiKi\ E8I#* 1 3 1 fc*tt*61 
#@©vh->> (0 ^6444#i07x->(A)*TT»*. 341G2Ser© 

affl^r^iSJKoysyKE^jtt, si>j#f 1 3 2 K:*^s2i#a©^;^5> 

(Q) 6 148# i O-fe U XS) *T?Tf 
341G2Sera«l^**E?iJ (l?Jlf : 1 3 1) 

ATGTCTGTCTCCTTCCTCATCTTCCTGCCCGTGCTGGGCCTCCCATGGGGTGTCCTGTCACAGGTCCAACTG 

CAGCAGTCAGGTCCAGGACTGGTGAAGCCCTCGCAGACCCTCTCACTCACCTGTGCCATCTCCGGGGACAGT 

GTCTCTAGCAACAGTGCTACTTGGAACTGGATCAGGCAGTCCCCATCGAGAGACCTTGAGTGGCTGGGAAGG 

ACATACTACAGGTCCAAGTGGTATCGTGATTATGTAGGATCTGTGAAAAGTCGAATAATCATCAACCCAGAC 

ACATCCAACAACCAGTTCTCCCTGCAGCTGAACTCTGTGACTCCCGAGGACACGGCTATATATTACTGTACA 
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AGAGCACAGTGGCTGGGAGGGGATTACCCCTACTACTACAGTATGGACGTCTGGGGCCAAGGGACCACGGTC 
ACCGTCTCCTCAGCTAGCACCAAGGGCCCATCGGTCTTCCCCCTGGCGCCCTGCTCCAGGAGCACCTCCGAG 
AGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGC 
GCTCTGACCAGCGGCGTGCACACCTTCCCAGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTG 
GTGACCGTGCCCTCCAGCAACTTCGGCACCCAGACCTACACCTGCAACGTAGATCACAAGCCCAGCAACACC 
AAGGTGGACAAGACAGTTGAGCGCAAATGTTGTGTCGAGTGCCCACCGTGCCCAGCACCACCTGTGGCAGGA 
CCGTCAGTCTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACGTGC 
GTGGTGGTGGACGTGAGCCACGAAGACCCCGAGGTCCAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCAT 
AATGCCAAGACAAAGCCACGGGAGGAGCAGTTCAACAGCACGTTCCGTGTGGTCAGCGTCCTCACCGTTGTG 
CACCAGGACTGGCTGAACGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGGCCTCCCAGCCTCCATCGAG 
AAAACCATCTCCAAAACCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGAGGAG 
ATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTACCCCAGCGACATCGCCGTGGAGTGG 
GAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACACCTCCCATGCTGGACTCCGACGGCTCCTTCTTC 
CTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCAT 
GAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAATGA 

u\G2Ssermm±7s.^mmm (m&m^ 1 3 2) 

MSVSFLIFLPVLGLPWGVLSQVQLQQSGPGLVKPSQTLSLTCAISGDSVSSNSATWNWIRQSPSRDLEWLGR 
TYYRSKWYRDYVGSVKSRIIINPDTSNNQFSLQLNSVTPEDTAIYYCTRAQWLGGDYPYYYSMDVWGQGTTV 
TYSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSV 
VTYP S SNF GTQTYTCNVDHKPSNTKVDKTVERKCCVECPP CPAPP VAGPSVFLFPPKPKDTLM I SRTPEVTC 
VVYDVSHEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTFRVVSVLTVVflQDWLNGKEYKCKVSNKGLPASIE 
KTISKTKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPMLDSDGSFF 
LYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK 

u\G2Ser ommummm (gsawt 1 3 3 ) t*3#3, ^^i-mmt^m 
^<z)^ym60#g® [7x->] ([a]) ttm&otrr -> {Q <Dmz®.m.L, »jg 

\z&m?Z> (ite^PiB^JMJV7 hC?x7 (Signal P ver. 2) £&JB) o 
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umseKDmny^^mm obwhi 3 4) \z&v%, is?i-)vmmt*i% 
mm ©^# «2o# s © $ u ~> xo 1 2 1# § .© ^> ^ $ >® (e) © p^k: &e l > ij 

^^t^M^©^^«124# @ © U S?> (K) <h 125#.g © >] ( [R] ) © 

rafc&M-r^o ^±«fct)> 341G2Ser©@*i^#l^©*&^I3?iJte> IB?iJ#-^ 1 3 
3 K£tt361#i©^7-> (G)#£>372#@©7x->(A) £TT&3. 
341G2Ser©gm^^©7 5 /miH^Jte, IB^J#^ 1 3 4 C:fctt3 21#g ©£* 
5 >K (E) E> 1 24# S © U v >(K) £ TT'^ £ . 

341G2Ser@II±mSSB^'J (IB?iJ#*f : 1 3 3) 

ATGGAAGCCCCAGCTCAGCTTCTCTTCCTCCTGCTACTCTGGCTCCCAGATACCACCGGAGAAATTGTGTTG 
ACACAGTCTCCAGCCACCCTGTCTTTGTCTCCAGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAGTCAGAGT 
GTTAGCAGCTACTTAGCCTGGTACCAACAGAAACCTGGCCAGGCTCCCAGGCTCCTCATCTATGATGCATCC 
AACAGGGCCACTGGCATCCCAGCCAGGTTCAGTGGCAGTGGGTCTGGGACAGACTTCACTCTCACCATCAGC 
AGCCTAGAGCCTGAAGATTTTGCAGTTTATTACTGTCAGCAGCGTAGCAACACTTTCGGCCCTGGGACCAAA 
GTGGATATCAAACGTACGGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAATCT 
GGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGAT 
AACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTC 
AGCAGCACCCTGACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAG 
GGCCTGAGCTCGCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGTTGA 

umsemm^T y BBm (m&m^ 1 3 4) 

MEAPAQLLFLLLLWLPDTTGEIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLIYDAS 
NRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRSNTFGPGTKVDIKRTVAAPSVFIFPPSDEQLKS 
GTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQ 
GLSSPVTKSFNRGEC 

2105G2Ser©ail^Si3^J (IB^J#^13 5) K&ttS. v^;HB?iJ<h pj^ 
«©^#«57#@©[^5>] ([T]) ^58#g©^*Tn> (G) ©P^fc&fiU pJ 

^i|££5ESM©^#te426#g©7^> (A) £427#g ©£*7->(G) ©P*flk: 
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ftST* (Jte : ?iB^i!JV7h^x7 (Signal P ver. 2) . 

2105G2Ser©fi$l7=- y»J (BWH 1 3 6 ) fc&ttS, S/^^BJOi U 
*«*0«*ttl9#iOS/^T-f >(C) t 2 0#i©'^;V^5 >K(E) OP^fc&g 
U RTJC««a:J&1IHi«©»IH4142#BO-feU>(S) «tl43#i©7^->(A) © 

JJUiitK 2105G2SerOfi«(Ria5fS«OifiSiB?iJtt, 63*1* *l 1 3 5 fcfctt* 
58#@©:?7-> (G) ^6426#@©7t->(A)£T*T&5. 2105G2Ser 

It (E) £> 142# i O-fe "J > (S) $T?T^§. 
2105G2SerHW££££91l (SHIM : 1 3 5) 

ATGGAGTTGGGACTGAGCTGGATTTTCCTTTTGGCTATTTTAAAAGGTGTCCAGTGTGAAGTGCAGCTGGTG 

GAGTCTGGGGGAGGCTTGGTACAGCCTGGCAGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATTCACCTTT 

GATGATTATGCCATGCACTGGGTCCGGCAAGCTCCAGGGAAGGGCCTGGAGTGGGTCTCAGGTATTAGTTGG 

AATAGTGGTAGCTTGGTGCATGCGGACTCTGTGAAGGGCCGATTCACCATCTCCAGAGACAACGCCAAGAAC 

TCCCTGTATCTGCAAATGAACAGTCTGAGAGCTGAGGACACGGCCTTGTATTACTGTGCAAGAGATAGGCTA 

TTTCGGGGAGTTAGGTACTACGGTATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCCTCAGCTAGC 

ACCAAGGGCCCATCGGTCTTCCCCCTGGCGCCCTGCTCCAGGAGCACCTCCGAGAGCACAGCGGCCCTGGGC 

TGCCTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCTCTGACCAGCGGCGTG 

CACACCTTCCCAGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCCTCCAGC 

AACTTCGGCACCCAGACCTACACCTGCAACGTAGATCACAAGCCCAGCAACACCAAGGTGGACAAGACAGTT 

GAGCGCAAATGTTGTGTCGAGTGCCCACCGTGCCCAGCACCACCTGTGGCAGGACCGTCAGTCTTCCTCTTC 

CCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACGTGCGTGGTGGTGGACGTGAGC 

CACGAAGACCCCGAGGTCCAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCA 

CGGGAGGAGCAGTTCAACAGCACGTTCCGTGTGGTCAGCGTCCTCACCGTTGTGCACCAGGACTGGCTGAAC 

GGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGGCCTCCCAGCCTCCATCGAGAAAACCATCTCCAAAACC 

AAAGGGCAGCC'CCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTC 

AGCCTGACCTGCCTGGTCAAAGGCTTCTACCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCG 

GAGAACAACTACAAGACCACACCTCCCATGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACC 
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GTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCAC 
TACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAATGA 

21O5G2Ser«0£7 5^813*1 (BB9U## : 1 3 6) 

MELGLSWIFLLAILKGVQCEVQLVESGGGLVQPGRSLRLSCAASGFTF.DDYAMHWVRQAPGKGLEPSGISW 
NSGSLVHADSVKGRFTISRDNAKNSLYLQMNSLRAEDTALYYCARDRLFRGVRYYGMDVWGQGTTYTVSSAS 
TKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSS 
NFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCYVVDVS 
HEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPASIEKTISKT 
KGQPREPQYYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPMLDSDGSFFLYSKLT 
VMSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK 

21O5G2Ser0^II^SIB^J (lE^l 3 7) K&ttS, v^^;HB^J<h pJ^ 
^O^H60#@O[7x^>] ([A]) ttmB<D>f7 ~> (G) <Dm\Z&mL, "J 

^mmtfenmrnvMRmnmBnTT-y (a) tmm&v) [-> h~>>] den © 

P^CteSTS Gtfira^JMJV? h*x7 (Signal P ver. 2) „ 

2105G'2Ser©ig$I7 5/M?'J (@B?'J#*t 1 3 8 ) ic&ttS, ~>^;i/g3?iJ <h pJ 
^M^CD^#«20#g©^U y>(G) £21#@<D^;l^5>iM)©P^;:&fiU 
pJM^i:^M^O^«126#i<DU^>(K) tl27#g<Z>[7;M^>] ([R]) 
©rafcffifi?-*. R±J;i9> 2105G2Ser<£Mi^ft®©&gB3?im, IB?"J#^ 
13 7 K&#&61IIB©^7r:> (G)^e>378#S07x-> (A) £TT&3„ £ 
fc, 2105G2Ser(Z)@^"p7^^©75ymS3^J«> @B^J## 1 3 8 ££tt321# 
S©^^5>K(E)^e»126#e©U> ? >(K) £TTc&£„ 

2105G2Ser«±mSSB^J (M3?iJ#^ : 1 3 7) 

ATGGAAGCCCCAGCTCAGCTTCTCTTCCTCCTGCTACTCTGGCTCCCAGATACCACCGGAGAAATTGTGTTG 

ACACAGTCTCCAGCCACCCTGTCTTTGTCTCCAGGGGAAAGAGCCACCCTCTCCTGCAGGGCCAGTCAGAGT 

GTTAGCAGCTACTTAGCCTGGTACCAACAGAAACCTGGCCAGGCTCCCAGGCTCCTCATCTATGATGCATCC 

AACAGGGCCACTGGCATCCCAGCCAGGTTCAGTGGCAGTGGGTCTGGGACAGACTTCACTCTCACCATCAGC 
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AGCCTAGAGCCTGAAGATTTTGCAGTTTATTACTGTCAGCAGCGTAGCCACTGGCTCACTTTCGGCGGGGGG 
ACCAAGGTGGAGATCAAACGTACGGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTG 
AAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAG 
GTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTAC 
AGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACC 
CATCAGGGCCTGAGCTCGCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGTTGA 

2105G2Ser«£75 SMmm (@2?'J#^ : 1 3 8) 

MEAPAQLLFLLLLWLPDTTGEIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLIYDAS 
NRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRSHWLTFGGGTKVEIKRTVAAPSVFIFPPSDEQL 
KSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVT 
HQGLSSPVTKSFNRGEC 

*(Dfcm*t>-X2±ft*> ADCCffitt* CDCStt ifiU H t ft t l> T «k t) * 

T^fiiUl^l^^Tfe, in vivoT©Fc receptor£#Ufcffi#©&*lfc«};.oT, 
^^l/SKfcTfcSttSEJiBt-ac'tjPagtfc*. WVi^^.n^ in vivo 
fc&^Tft&fciSttteb&Vs £ «lfti E ttf&W t fc 0 , *■© «k -5 fcfi&tt 
*t>t>*t#d«ESISfitUTtt» ^RTftSi^ens. iaCD407>*^f:=:7. h 

9£?£LV>„ *5SWt*ViTtt» %^tcU18l\Z& in vivofcfc^Tfe 

7=f-^ hStt*J:t3ffi»S**fc«>fctt» IgG4K:«gL235E (235#@©L£E 

tfco adcc> mmm^m^wD-y'^yTstLXs uGwmtf e>nsd«, 
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igG4»aiftAae»i:bTCH0fe2©*iftT»a****^, S8ra©ssag£© 

*mWi>t&m2tiZZL tifin&2 ftTKZ (Rob C. Aalberse 
et. al., Immunology, 105, 9-19, 2002) . Z.Otz®, 

A1~ S^it^D, SSi££©«£{£iiT#3 £<hj»^£nT&Ds d©^M 
OlIttfcHlTfcffllfc. JMfctfjCkL Z28#a©S*Pfcillft*r*«S«:* 
A b 7c (S. Angal et. al., Molecular Immunology, vol30, nol, 105-108, 
1993) o 

s>n&. afiE*-c.fcT&iE*nTVi«fi#issiifttt, igGi-tf-^^fcjRf^fc© 

^U, JaCD407>* :=f-A htt#©*£«* ADCC, CDC«ttj&*4£»Snfc'b©j&« 

P331G^R&»A'T*J:tfcJ;0, ADCC, CDC»14*iSj«S-&fc, IgGl^*«« 
*f^*Ci**RlllT*«t#A6n*. *fc* IgG4fc^m235ES»A-r*C 
fcfcj;0, in vivofc&v>T, Hl®1Z7J-Z hM'l4«£U m®mz\mn 

nr^S. ZOtctb, L235*E^©SiJ©75ymfcgJfef ^Jltfc^O, #314 
JST©««Ift±^J« ! KrTr*f*. 4Dll#L#t;: , 3V>T&, ^£1**©* 

I^Sl:i<B(bTlv2,2Bl 1 2Bllft#«* 7>^^7hfilt 

5flJfflU ^iB«©2Bll**©7 5y»©-»*4DllJi#:fc#A*r«J:i:fcJ; 

oT, SSf^ttS^S^HtttRTflBTftSt^Sn*. Hflefttett, Egg© 

L38V, P58R. G62W, I79M, K81Y, H87Y, S98A, K109R, V120M. T124A*5«fctf, g 

0©N75S©jft&J*£*©fc*£fc'&fcJ:oT, RjffiT?** £#.*.&n*. HftW 

fctt, 4DlltS#a«T>I*«*©38#BLftVfcltjftbfcl6a# (L38Vtl»IB. ^ 
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rmm) , P58R^H#, G62W^H#^ I79ie£H#:, mmmfa, H87Y^g#:, 

mkmmft, nmmmfc, vi20M^m#, immgfa. mmmm^. 

^£l£U, £?£L<tel~l5fk l~l3f@, l~l2ffl, l~lHIk l~l(M@, 
l~9^s 1~8<!> l~7fll, l~6.fi> l~5f@, l~4i, l~3«fc 

[5 3] ^M^^ADCC*5O:^/^^«CDC0JiiP^fc«M*^i;-&bfe^ 1« 

[5 4] - tfWtMgGW, [5 3]©*«. 
[5 5] t: MgG#t hlgGlT&S^ [5 4]©S£. 
[5 6] t MgGtffc HgG2T&3> [5 4]©a«H. 
[5 7] t MgGtf«t MgG3T?&*, [5 4]OljS. 
[5 8] fc MgGtfk HgG4*T?*2>* [5 4]©S«. 

[5 9] tSM©75;iS<Dti^ Kabate>C£3EM>xy£*fccfcD^ 
$n*235ffi©D^v'>J&>e>^l'*5>K^©e8l"r&2u [55], [5 7]&J; 

[5 8] ©V>1"nj&>©fi«L 
[6 0] fcflUBttfc, *H^5b©SS«^»ja*ffi3t***lK±©75yil 
©^^Sfc«g^ i bb<«l|^±©75y^^f>rJP$nTV^, [5 3]~[5 8] 

©V>?*ftj&>©M«U 

[6 1] ^flt075;t©i^> Kabat&fcJzaElK^Ty^fcJiDj* 
$n?>2M©-feU>^e.yniiJ>^©E^Tfe?), [6 0]Ofi#©S«. 
[6 2] [5 3]~[6 i]oiit , n^©a**'&tr : ey^D-^-;^#. 

[6 3] /W7DK-T4D11 (gf6#^FERM BP-7758) ^gSrTS^E/^D 

-^^©ggi©^^*^?"** [5 3]~[6 i]©v>i*na»©sfg. 

[64] [6 3] ©SSM3«ktfA-f 7<J 1 (Sf&#^FERM BP-7758) 

isms.?**;? u-i-)vm*<Dmm<D»i&m®z%-?z>mm, 
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[6 5] &m#% 4 6 T?&2nz#V<*7 ! ?-\ t <D [5 3]~ 

[6 l]©V>Tft*>©S«. 

[6 6] [6 5]©filI££tfi3?iJ#-t4 8 T?«Sn*^'J H© rJSE««* 

[5 3] ©SSI. 

[6 8] [6 7]©aii43«fcr/@B^ij#^i42T^$n^^u^y5 i K^e.v^±;i/ 

[6 9] iB^J#^139T*$n*^U?^W^K**1-*l8ia^^^--*'&tf 
f±A>6S4Sti«[5 3](i!)I». 

[7 0] ffi^J#%139T^$n»5^U^^W^h**5J:^BBa?iJ#^141T^$ns 

#u ^^u^HSW-rs^s^^^-s^tn&^^Si^n* [6 2]©^ 

[7 1] iB?"J#^139T'^^tl^)^U^^W^^H. 

[7 2] IE^J#^141TS£ft3tf U^l/^Ko 

[7 3] [7 1 ] 0# U 2 £l^^h* £^1-358*1^*-. 

[7 4] [7 2]©#U2£l':*3 1 K£^1-3f8§l^*-o 

[7 5] [7 l]:fe<fctf[7 2]©#U*£l/:*^h + £WT£f§Sl^*--. 

[7 6] [7 3]0»^^-m«±. 

[7 7] [7 4] 0fggE^*-£-£tHg±. 

[7 8] [7 5]W^-mii. 

[7 9] • [7 6]©1f££JS*ifc*T«*U MliM^cHlli*^ 

[8 0] [7 8]©fi±**** + T«HtU, «»il«jRU7*fctt«1&±^5 : E 

[81] [62], [64], [66], [6 8] £ «fctf [ 7 0 ] © Wfna*©* 7 £ d- 
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[8 4] ^HJgilfe, aEfc&^E, 7Wl/^-*fc««^@^WH^ia#ilE« 
#©^|»*fctt^*fcfflVi6n*ESIl3!aj^«J*»3g1-afc«>0, [6 2], [6 4], 
[6 6], [6 8]&£tf [7 0] Wl*nfr©^y£D-^;]^#:©&J3. 
[8 5] t htt#©a«ft#*«fcl£il±©75y|fc0^5llc*fctt«ift'bb<« 

.i^±©75ym£ttinT£ig&^tf, 7^-77^ y^«tt*^*$nfc7 

[8 6] fcttHUfo&JfcMgG-C**, [8 5]©m 
[8 7] fc MgG#fc MgG4T?fc*, [8 6]« 

[8 8] £#««075yK©fi»^ Kabat6teJ;*EIW >xy £ Xfc J; D ?S 
^n*235ffi©P-f ^>^6»^;V^5>Bft^©SSiT**^ [8 5] -[8 7]©^ 

[9 4] B?«J#^14n?3{Sn*#U^^V^H^5S/^^ByiJ*=i-H-r 
^©ffi, #»9m£JlT0 *>©*«#?*. 

/Vf:/y K-T4D11 (^f6#^-FERM BP-7758) ©iMTS^/ £ p— ^Mftft 
©a«Rl*««©38#BL©Y^©tilft, 58#§P©R^©a^ 62#@G©W^©tt 
$1, 79#SI©lK©«ife, 81#@K©Y^©g&, 87*iH©Y^©ttJft, 98#gS 
©A^©®&, 109#lK©R^©Wft* 120#SY©IK©Bik 124#@T©A^©g 

&Ufc±E±IB©©7>*:*-X7V y^irCCD40tn:#:©^^. 
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CD^^y ^ D-^JrEttfcJt^T, ADCCfl&tt*«kt;CDC*«fiTl/TVi* C tft VJ 
^, A-f ?U K-T4D11 (gf£#-i§FERM BP-7758) ©Itt^^/i'D 

-^tafa £ tfc^TADCC«tt*5 J: CDCjWST h X V> £ £ t £ V> 5 . ADCCJSttfc 

j; txcDc^tt tt&fc «fc o a jrr § c £ , #i * \t*®mm<DMmm 

fclB*©^^T«!l«rn««fcVS 0 A<yj K-T4D11 (gffc##FBRM BP-7758) 
4Dlltrt#©»«»«8«^*«l«*3-H^*DNAM^IC««Rr;««©7 5 

y ^iB^j^^-n^n^Tfc^T. 

4Dllffi#©S«:!fiSE*l (@B^lJ#^4 5) fcfctfS, i/^MEBIi *T*« 
«©«Hltt98#B©[5/hS/>] ([CD £94#B©*>hS'> (0 OimCfill, nJ 
ae««t^»**©*fftt456#B07"r-> (A) £457#S©^7-> (G) ©Mk: 
C&fc?m\ J ¥>mV7b0x.7 (Signal P ver. 2) Sftffl) . 

4mmw<omm7s.ymm (E?y#^4 6) \z&\ftz* zsyj-Mmt°sm 

«*©«*tt26»SCD-feU > (S) £27#B0^;]^5 >(Q) ©Hfcffifib, "I^M 
*tJ6*«*0*Jlittl47#B©'feU > (S) 1 148#g©7 5~> (A) ©Mfc&IlT 
*. 

£U«ktK 4Dllft#©*«Wg««©£SE?m* E*J#*4 5fccfett*94 
S@0-> b->>(C)^£>456#g©7'7 ; ~>(A) £fc, 4Dll#t#©S 

8W8MS«©7 5 y KE^IS* 4 6 fc*5^S27#.l Oif)V9 5 > (Q) ^ 

6147#B©-feUXS)*TT?**. 

4Dllfit#0«IWttffiai (12^4 7) fcfctta, ^^^SB^JtpJ^M 
«©*HLttl24#l©[5 t 5>] ([T]) il25#B©^7=>(G)0Mfctt1IU IT* 
i£ftfc#©&im442# @ ©7^- > (A) i 443# B © h> h > >] ( [C] ) ©M 
fcftUT* (Jtfi^E^aSV^ h-)x7 (Signal P ver. 2) *&m) . 

4Dllirtfls©««l7 5yK?y fcfctt*, ■S'^/WEaitTinfc 

£«©£#«22#B©S';*7M , >(C) <h 23# g © 7 5 n >(A) ©M llfiil, pJ^ 

*«i«*«*©*ffttl28#B©U5>>(K) tl29#B©[7;U^->] ([R])©W 
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ttttn. 

#i0^7->(G)^e>442S@©77 :: n>(A)*TT'$>?.. 4D11^#:(D@ 
128#B©U y>(K) 

4D11#E# JtSM&giS^J (EfllM :4 5) 

ATATGTCGACGAGTCATGGATCTCATGTGCAAGAAAATGAAGCACCTGTGGTTCTTCCTCCTGCTGGTGGCG 
GCTCCCAGATGGGTCCTGTCCCAGCTGCAGCTGCAGGAGTCGGGCCCAGGACTACTGAAGCCTTCGGAGACC 
CTGTCCCTCACCTGCACTGTCTCTGGCGGCTCCATCAGCAGTCCTGGTTACTACGGGGGCTGGATCCGCCAG 
CCCCCAGGGAAGGGGCTGGAGTGGATTGGGAGTATCTATAAAAGTGGGAGCACCTACCACAACCCGTCCCTC 
AAGAGTCGAGTCACCATATCCGTAGACACGTCCAAGAACCAGTTCTCCCTGAAGCTGAGCTCTGTGACCGCC 
GCAGACACGGCTGTGTATTACTGTACGAGACCTGTAGTACGATATTTTGGGTGGTTCGACCCCTGGGGCCAG 
GGAACCCTGGTCACCGTCTCCTCAGCTAGC 

4Dii^# mmr^ymmn (le^wf : 4 6) 

MDLMCKKMKHLWFFLLLVAAPRWVLSQLQLQESGPGLLKPSETLSLTCTVSGGSISSPGYYGGWIRQPPGKG 
LEWI GS I YKSGSTYHNPSLKSRVTI SYDTSKNQFSLKLSSVTAADTAVnCTRPVVRYFGWFDPWGQGTLVT 
VSSAS 

4v\mw nmmmmm (mmm^ : 47) 

AGATCTTAAGCAAGTGTAACAACTCAGAGTACGCGGGGAGACCCACTCAGGACACAGCATGGACATGAGGGT 
CCCCGCTCAGCTCCTGGGGCTTCTGCTGCTCTGGCTCCCAGGTGCCAGATGTGCCATCCAGTTGACCCAGTC 
TCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAGTCACCATCACTTGCCGGGCAAGTCAGGGCATTAGCAG 
TGCTTTAGCCTGGTATCAGCAGAAACCAGGGAAAGCTCCTAAGCTCCTGATCTATGATGCCTCCAATTTGGA 
AAGTGGGGTCCCATCAAGGTTCAGCGGCAGTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGCCTGCA 
GCCTGAAGATTTTGCAACTTATTACTGTCAACAGTTTAATAGTTACCCGACGTTCGGCCAAGGGACCAAGGT 
GGAAATCAAACGTACG 
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4D\mft mmmsmm (mm^-. 4 8) 

MDMRVPAQLLGLLLLWLPGARCAIQLTQSPSSLSASVGDRVTITCRASQGISSALAWYQQKPGKAPKLLIYD 
ASNLESGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQFNSYPTf GQGTKVEIKRT 

4Dll^#:G4PEcDa^Sg2^J (B2?'J#^ 1 3 9 ) \Z&VZ>, is?i-)VmQt 
pj^^©^«78#@©[->h^>] ([C]) £79#g®vbv> (0 <Dm\Z&W: 

u ^mmt^mm^mmtuim^or^^Xk) <h442#g©^7~> 

(G)<Dm\z&m-?z> CMi^mmmvy h?x7 (Signal P ver.2) *®.m) o 
«*tS*««©**«147#B©-feU>(S) fcl48#B©75->(A)©iaitttil 
79#BO^h^>(C)*^441#B©7x=>(A)*TT?»«>. £fc, 4 D 1 l^Cf* (D 

M*iras<i«©7 5 / Kia^ytt, Ba*i## 1 4 0 c*^*27#ao^jv^5 > 

(Q) ^6147SlCD-feUXS)*TTfe*. 
4DllG4PEfi£l£i£Sie?iJ (Efll## : 1 3 9) 

ATGGATCTCATGTGCAAGAAAATGAAGCACCTGTGGTTCTTCCTCCTGCTGGTGGCGGCTCCCAGATGGGTC 

CTGTCCCAGCTGCAGCTGCAGGAGTCGGGCCCAGGACTACTGAAGCCTTCGGAGACCCTGTCCCTCACCTGC 

ACTGTCTCTGGCGGCTCCATCAGCAGTCCTGGTTACTACGGGGGCTGGATCCGCCAGCCCCCAGGGAAGGGG 

CTGGAGTGGATTGGGAGTATCTATAAAAGTGGGAGCACCTACCACAACCCGTCCCTCAAGAGTCGAGTCACC 

ATATCCGTAGACACGTCCAAGAACCAGTTCTCCCTGAAGCTGAGCTCTGTGACCGCCGCAGACACGGCTGTG 

TATTACTGTACGAGACCTGTAGTACGATATTTTGGGTGGTTCGACCCCTGGGGCCAGGGAACCCTGGTCACC 

GTCTCCTCAGCTAGCACCAAGGGGCCATCCGTCTTCCCCCTGGCGCCCTGCTCCAGGAGCACCTCCGAGAGC 

ACAGCCGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCC 

CTGACCAGCGGCGTGCACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTG 

ACCGTGCCCTCCAGCAGCTTGGGCACGAAGACCTACACCTGCAACGTAGATCACAAGCCCAGCAACACCAAG 

GTGGACAAGAGAGTTGAGTCCAAATATGGTCCCCCATGCCCACCATGCCCAGCACCTGAGTTCGAGGGGGGA 
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CCATCAGTCTTCCTGTTCCCCCCAAAACCCAAGGACACTCTCATGATCTCCCGGACCCCTGAGGTCACGTGC 
GTGGTGGTGGACGTGAGCCAGGAAGACCCCGAGGTCCAGTTCAACTGGTACGTGGATGGCGTGGAGGTGCAT 
AATGCCAAGACAAAGCCGCGGGAGGAGCAGTTCAACAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTG 
CACCAGGACTGGCTGAACGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGGCCTCCCGTCCTCCATCGAG 
AAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAGCCACAGGTGTACACCCTGCCCCCATCCCAGGAGGAG 
ATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTACCCCAGCGACATCGCCGTGGAGTGG 
GAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTC 
CTCTACAGCAGGCTAACCGTGGACAAGAGCAGGTGGCAGGAGGGGAATGTCTTCTCATGCTCCGTGATGCAT 
GAGGCTCTGCACAACCACTACACACAGAAGAGCCTCTCCCTGTCTCTGGGTAAATGA 

4DllG4PEM«^7Sy»IB5U (IB*I#^ : 140) 

MDLMCKKMKHLWFFLLLVAAPRWVL SQLQLQES GPGLLKPSETLSLT CTVS GGS I S SPGYYGGW I RQPP GKG 
LEWI GS I YKSGSTYHNPSLKSRVT I SVDTSKNQFSLKLSSVTAADTAVYYCTRPVVRYFGWFDPWGQGTLVT 
VSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVV 
TVPSSSLGTKTYTCNVDHPSNTKVDKRVESKYGPPCPPCPAPEFEGGPSVFLFPPKPKDTLMISRTPEVTC 
VVVDVSQEDPEVQFNWYVDGVEYHNAKTKPREEQFNSTYRVVSYLTVLHQDWLNGKEYKCKVSNKGLPSSIE 
KTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFF 
LYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK 

4DllG4PE©i|ilI^SBB^J (SBSWf 1 4 1 ) \Z&V2>, >-^±;i/@B^J t pj&« 

momRmmgvfrs.y) (m)£67#@©^7^>(G)0«;:ftBu 

CMfcl-m&mvy h^x7 (Signal P ver. 2) Sft/I) . 

**0*^tt22#B©3/^7-'f >(C) £23#B07 7^>(A)©MfcffittU Rf^ 
««i€1lffI«©**ttl28#ao'J 5?> 00 tl29#@© [7;W*-» (W) ©W 

EU:«ktK 4DllG4PE©6«IW3E««C!)«[aiBB2Rltt, E3W## 1 4 1 t*»t467 

#a©^7->(G)3^e>384#B©77 f ->(A)*TT**. £fc> 4D11G4PE©® 
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6>128#B0>J5>>(K) STTfcS.- 
4D11G4PE«^»E^J (@B^J#-^ : 1 4 1) 

ATGGACATGAGGGTCCCCGCTCAGCTCCTGGGGCTTCTGCTGCTCTGGCTCCCAGGTGCCAGATGTGCCATC 
CAGTTGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAGTCACCATCACTTGCCGGGCAAGT 
CAGGGCATTAGCAGTGCTTTAGCCTGGTATCAGCAGAAACCAGGGAAAGCTCCTAAGCTCCTGATCTATGAT 
GCCTCCAATTTGGAAAGTGGGGTCCCATCAAGGTTCAGCGGCAGTGGATCTGGGACAGATTTCACTCTCACC 
ATCAGCAGCCTGCAGCCTGAAGATTTTGCAACTTATTACTGTCAACAGTTTAATAGTTACCCGACGTTCGGC 
CAAGGGACCAAGGTGGAAATCAAACGTACGGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAG 
CAGTTGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCGAAAGTACAG 
TGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGC 
ACCTACAGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAA 
GTCACCCATCAGGGCCTGAGCTCGCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGTTGA 

Ammnmm±7^ymmm (ie?y##: 142) 

MDMRVPAQLLGLLLLWLPGARCAIQLTQSPSSLSASVGDRVTITCRASQGISSALAWYQQKPGKAPKLLIYD 
ASNLESGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQFNSYPTFGQGTKVEIKRTVAAPSVFIFPPSDE 
QLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESYTEQDSKDSTYSLSSTLTLSKADYEKHKVYACE 
VTHQGLS SPVTKSFNRGEC 

3. fern 

# w mm-c&m -r s m m o^m fcmr 0 t & d t & 3 0 

^fSBJ-W? TCD40J (E. A. Clark et. al., Proc. Natl. 

Acad. Sci. USA 83: 4494, 1986) # * >3 Mv >? £> (I. Stamenkovic et. 

al.. EMBO J. 8:1403, 1989) !9^£nT^37S /M^Wf Stf U^:/ 
^.K£;fi#U mtmUs DC, ^D7 7 -^ ±£M> 

r^cD4om^j mmmmmo, ^mmxtefflftMuoiztt-rz^;? 
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( r^jtfe^j fc fci63rra*>©Tfc&. kK©-fA;^n^j> 
left, IgG, IgA, IgM, IgD*«t^IgEd>&^*5^0S^ofc^7^*«#fi"r*. 
IgGttS&fclgGk IgG2, IgG3*«tmgG4^&ft:*4'=>OlJ-^7^, £fcIgAte 
$ «kr>'IgA2fr S>&3 2 -oWff? vKzftmt* £ £#ffi#S. IgGK 

IgG2> IgG3, IgG4fcmftfi#©14a32.33fcti:1IT*. -f A; ^d^U >©S*i 

jgtt, lifonnum mm) 2*<Dmmmm (mm) ^^dsot^ 

^t)©^fftt; Jl:#:«Jfc&F(ab , ) 2 , Fab\ Fab, Ft, ^;V7-f H»-&FY, - 
* m FV (scFV) , *i«cn60lt#»^*tJ6n4 ( D. J. King. , 
Applications and Engineering of Monoclonal Antibodies., 1998 
TV J. International Ltd) „ 

dtlSSTfcai ftttwaigGl t LT&J00228, Z17370*fcttY14737fc 
. IgG2<hbTteJ00230, AJ250170. AF449616, AF449617, AF449618. Z49802£fcte 
'umittZifi. IgG3<hLT&M12958> K01313, X16110, X99549> AJ390236, 
AJ390237, AJ390238, AJ39024K AJ390242. AJ390246, AJ390247, AJ390252, 
AJ390244, AJ390254, AJ390260, AJ390262, AJ390272, AJ390276*fc«AJ390279 
ftSifi. IgG4<!:bTteK01316\ AJ001563. AJ001564& Zifimf £>*13 C&U©fB 

CH1> k>S>\ CH2, CH3ttt, tt#tt*£#**0H&#£ 

SLT*?)> Kabat £> ©ElM >x v £ 7. (Kabat et. al. . Sequences of 

proteins of immunological interest, 1991 Fifth edition) fc£tJHTV»*. 

mm, EIH >xy£;U18#&215, h>5>ttElW >xy£*216^e>230, CH2& 

EIH >xy#X231^S340> CH3&EIH >xy £;U41^£>446<h£ft£*l§„ 

#36 TkhiaftJ fctt* t h**©K#it^©fSW»T**Kfls** 
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rj^Xf^^j fctt, BUBffi, MMJftXtt%ttflfi^£®ffllB£1ir± 
CD40 U # > F #CD4058glffflJ!& \z 4 * * IM» ® 1 ^ * » CD40 * SttUSK: 

I5±K:36?B-f *CD40fc-£CD U #> H#*Sfcf* C <b£IS§-r3tfM!> &* Wi* 

8fi, 1~7<@K l~6j@> 1~5«, l~4jBU 1 ~3fi£&ttl =bb< «2 
l~9ffl, l~8f@k l~7fl, l~6j@, 1~5<EU l.~4iEk l~3fi£fc 
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7 7-'^W^^5. • • 

©»4&fc»£^«:£Al-S#fcfcLTtt, T-f *D-T ■>^x*2/a>tt, Esuona 
#52Wfc*HT, r^fttlJ ttt, (a) igg±*#> (b) «*«Blfi^ U < tt« 

xx y * h 7 >>xXy * fcy 5*Xft h 7 >X 5>xx y * 7* fcttOK U 

r* i Ey*o-^-;Pia#S**k:»#-r*!:t'b'RrttT** (Wright, C, et 
al. (1991) Bio/Technology 9, 830-834) . /W^U H-^fc-f >fcT hPT* 

at T 5 j&*f*aiifia©#tt, ts«W3fiE©swx^«**tt<f©a^ 
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4. in;#©ttH 
(1) 7rf-*7V 

ADCC> CDCSHttftfUS^l/OttttfcJt^ raSflEKTfcfe-aTViifc*, 

TOCD405Ba«fi^OP»*k:i:*»tt&w'rJ:t*«»I»sn*. 

*^BJ©7>^3 , -7.xi' y*ftCD408i#©258#W\ CD40LK:<fc SftgiStt 
fbi/^;i/£$ttf SiSttS^ftL^^ ©trifle fcjfc^, ADCC, CDC^tt 

^ffiaLTV^,' in vivo fc*5HTfc, PcHz^-fc^M"* £#3. £>n 

5. EH^tt 

^ w fc w« s n# * #»?^ * ^ u 7 o , ffi © * 

K©J;5^ffi0ltl)Wa:©ji'&*T*-3Tt>«kVJ. UTfctt, 

* U7£©m£U<hbTfS;4£ft&W$l*te, llsHco^Slkg&fcOO.OOOlmg 
~ 100mgT?& D s 2 S £ 8j1MIIQIIT&5 an*. 

V>T«> ftffiJKfilfl25SI (ia^^^T,^, £fr$SS!£3!|) TfctK ^M#:<hbT«A, 
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b. c, j},&fc\*mft&$'()\'Zs HiVs 4>y)V3L>ifV'()VZs fi^^K^ 

# >'#M 75f H & <H © V >? * > 1 7 A > h t b T# JS 1" 3 C <h «b T * 5 . 
Oft^tt^MaCOUPWI^fc^W-amttR^ GVHDO^»Xtt»«?W) ib 

bTfc<fcV>. 

6. xtfh-y 

mntc73-z hSttft#*r*iM34i-i-i9tt#*j;r;2i05tt#, «n'fc7>* 

rfxx b«tt£WT&4Dim#©CD40£ttT&M£xt? h-:/j&iftj£3n;fc: 

*t{$©Vi-rtl^i:lRlbxHh-^ , ^«1-'g)7d , -7 > x^ 2/*%>L<tt7>*=f 
x*tV y^ttCD40tt#*»**r*. £0*5&ttfmTE©E*fcJ:oT** 

^JA«KM341-l-19M#tl^bxtf h-^&BH-r*7=rr:X7-^ y £ #lCD40 #l 
£>, CD40^©»^fc»bTKM341-l-19ttft:i»^r*t>©**Sfc J: Oatfe^ 

f s tag - >3&«km34 l- 1 - 1 9^ t e c t> © £ mm? % c 
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(ATCC) fc»fi?J»AU Gm\z£QmR'tZ>ZLt\z£V)$;femm®i*ftmLtc 0 

&tz, ^mm^m^mt. ^zz-z-mmzmmm (atco \zmx?z> 

tS%m±m £Hyper D Protein A %yh (B^tfl'viD fc-^teT^IgGl© 
HIHcteProtein G#^£ (7-7'>tA77iK^7/Ht7^) fcffiV^ #JR 

£A««Jfc (pfl3) *ffiViT77^c -x^C -««l/fc. i§fflii#telM Tris- 
HC1 (pH8. 0) »a waNa,HP0<»tt£*JPLTpH7. 2#ifitgiSb&. WSISnfcJft 
#*«ttt, jS#r!g£ (10000*"/ K Spectrum Laboratories^) &*WiSP;fr5 
A (77^tA7 7^>7Mtfi') *fflV>TPBS(-)fc*lftU ?LS0. 22m 
m©^>^^>7^;U^-MILLEX-GV (MILLIPORE £) TSiaaSLfc. Hfi^ 
0*«tt28Oni©!ft3fc*fcH€U lmg/ml £ 1. 450D£ LTJ?fcBLfc, 

CD40©»fi*ttW® 17575 (B3RI#-%1) **Ar-f*, 13-mer^yg 1 

F^275 7if^, 1* BbT-^tma©^:/^ K (S2?!)#-Jf 49fr 6 130) £ 

Cellulose«±fcC**fl»5*#y httfc^jfcU N*%7'fe5 1 ;Hkbfc (JERINI 

tt: My) c &l$©£Jfcfcm&©£x;^>#P#r (Reineke, U.fcfr. (2001). 

"Epitope mapping with synthetic peptides prepared by SPOT synthesis." 

Antibody Engineering (Springer Lab Manual) Eds. : Kontermann/Dubel, 433- 

459. &£#)!) &7cfc^ifiLfc. ^KiLumi Imager™ (Boehringer-Mannheim 

tt) SrffifflU §X#yh0»ft3WftRIftlft (HlA-h A-2, B-K B-2) . 

■€•©»** 4Dlliri#:«20-24#@<h41#@©^7 o 5 1 h\ 2105ir[#«12-23# g 
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£64#@, KM341-l-19Stfls:tt41, 42#S©^7°9 1 h\ KM643-4-llte43#S©^7° 
F72«75#@, 110tt64#i®'*7 , 9 1 K&» F4-465&, 34, 35, 54, 55, 65, 
66, 75#@©^7 P 3 1 K£, KM281-1-10&21, 24, 64; 75#a©^7> K£, 2B11 

mmvifo) mu 24, 64#b©^t p 3 i k£, F76 mmmm mu 35, 51, 

52#@©^^K^^<rai-^>i:i:^t)^ofec 

mCD40ft#©iiiS£gBft£a£T&fcJe>, ^g£^AL£CD40-FC fusion 
protein£MLii££tg£ELISA£J:9ll^fco mmOin,mtT^ XOUmizM 
bT£^tt£^£&^fca£>, T^7,CD40©7 5y if@B?iJlcg^^fc^mLfe5a 
^(DCD40Fc fusion protein£#®lU £P^fc„ 
^S^CD40-FCffl!^^eM©^S^^«WTic^1- o HMIt tf,mm<i& 
&-tZ>^7WOW.m(D®mz., T<77,CD40©@e?iJ£3£A-f 3 £ ifccfc *M£ilb 
fc. CD40mutlte, 1 5#^7^hMcffi^T3M©EFTE£ALEKK:, CD40mut2te, 
21#^7^Kk:*B^1-3^&©LI)T&SA(K, CD40mut3te, 24#^7°?- H \zim? 
zmmnTUZW^ CD40mut4te, 42#@^7^h^;:*B^T5M:©EEGW£KEG0/\, 
CD40mut5te, 64#@^^K^^^1-?>M^VSSA^?>QSSL^^bfeo 
©f£§m, it^X^W^^t?T^JSb/c(02A, B, 0 o «?It©^2105^ 

Dll^#:, 2B1H2, CD40mut2^©^^|g&{£T^*TV^C:i:^^^ofc. 

2xlO , /BlOli*'rRaiosiifi»*0. lXNaN,* 2!KFCS^WPBS©Sfe&A* y 7 7 - 
(SB) fc*?5S£-frfco Mfiffttttc (100m1/7x;1/) £96-well ft&TV-h 

(50m 1) *ffiT30#KH>*i^-hL&. Httt=i>hD-;PtbT 

Mg/il©*jJEK:Si84U 50;zl»Jn£*fiT15#WH>*A^-hbfc. SBTft 

250f&*&RLfcR-PE£ft8liB#ik h#E#: (Southern Biotechnology^ 

«)50tfl&iP*.* 3kfiT15#rVK>*a.^--hLfc. SBT2IU?jfe^b^m, 300 

~500M©FACS8«*fc!R«}U FACS (FACSort, FACScan, ^h>7^;*> 
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5. Ox 1 0 5 fl/ml ©RamosM ill & 96 £ X ;W ^ h fc 1 00 n 1 /we 1 1 T* JtS L fc „ 

- h H100 //1/well ©MTSsinb fee «BI&£*«>R-PESI»#iCD95 " 

irc^ (Pharmingen NJ) FACSCanfc* WiFACSsort K^h>j^>V 

mm 

1. OxlOWml<Mamos*fflM«£96£x;i/:7 p l/--.h fe:50At 1/wellTjf fflLfe. 

-Mcl00Ail/well8SiQbfc. pf^'|4CD40U^>h* (ALEXIS CORPORATION) fc4/i 
g/ml<hmFLAGin;# (M2> v^T) 4Aig/ml£&«f«Ifc*Sil0b, 96£x;V7V-h 
£50 At l/welUSiUbfc. -Bjfet£*&> iifflJ&£m&R-PEgff$iriCD95#E# 
(Pharmingen NJ) &JBV>, FACS£te<pT#*rbfc. 

iftCD40la#:CDC«tt©$!J£ 
CDCTy-fe-fte, Cr^^Lfc*-^ h«2000fflK:#bT, fti^jSg5% 
Ok hlfiitf (SIGMAftlg) &b< tttftJ-^jfiiiiiafcffitt (CEDARLANE 

LABORATORIES LIMITED, *>9V*s *^^) AlS96^x;W^W- h *T 
^:#:^S200AiLT, 1 1 blzSVC, 5XC0 2 ?¥«ETT2ltWI«F*b& o 

-^W©96ft7>-h (Lumaplate™-96 : /ty#-Htfc«) fc&U 55^, 1.5 

«fMTe*Lfc. « *B * W K « » * ffl * A - ( TopSeal™-A:96-well 

Microplates : /Vy h'ftgD T^U-h$AA-L> i>>? 1 U-v3>;fr£ 

(W7°#9>h :/ty*-Ftfc«) Trlifcllfibfc. 
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nMM7 tftCD40tt#©ADCC»tt»£ 

SUfitft^ffftTT^-y^ MHHIB^©««fiHt (ftttttftttJIJi&ttllHMI 
(Antibody-Dependent Cellular Cytotoxicity) , ^T, ADCC) , &tf*it 

(Complement-Dependent Cytotoxicity) WT, CDC) ©iMj£££lifiL&. n>h 
P-;i/i:bThIgGSrffiVifc. 

^spkit ^-y^MisuMtti'DA (cr 51 ) *mmnift\zmr)& 

«IS^fc«fc0«*«t*k:ffiIi$n*Cr sl fi*rlSfiT?a!l3tbfc. 
*#:WlC«> ^-^^ hlBJfi'£LTA-*y h U >A°JMJ«Raji (ATCC 
CCL-86) £ \0 s m £ 15 m L © Fetal Calf Serum (FCS) I: I i L , 50 m L 
(37MBq/mL) (DCi* l y^)V?£ tttz^ U h U 0 A (A°-^x;i/"7-ttSSi : & 
TCr 51 <h#<) &8&JK1U l«rM37t:-C«*bfc. 'Jfcfc, ^i&^r lOmL^iD 31 

Cr 51 ^I^V^Co 

ADCCTyfe-f^ Ci i] y^)lLtz.*-<!?y hfflJIS2000flte#LT, fH£0J6fe 

(FalconttSS) *T£#:£4200/xLT, ifefc371C, 5* C0 2 #£T 

T4B*M«F*b&. 

-^©96^7 1^- h (Lumaplate IM -96 : Ayt>~- h*#§S!) fc#U 55*0, 1.5 
WPIWCftMkbfc. ttjft&ttl5&. *JB*/t- (TopSeal™-A:96-well 
Microplates : A°y#- FifcS) T^W— h £;frA*- U S'^U-S/a «> 

fl«J8 MMOTrf-Xx-f y^^#P331S^M#Of^iat«14M 
JrtCD407^-XxW 7 £M«341-l-19:feJ;tf 2105©jt£ : P:j7 D- - >^fcM 

UT«W002/099186teffi«SftTV>5. IgG2£#«©331#gPro£Se'r«g|T 
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«CtfcJ;tjTCDCett*«ffi*1"St^5aft****. KM341-1-19*tl^. 2105K 
fl?K:HUT'bCDC»tt*ffij*-r*&»t, P331S**ftIgG2fi#«*R:i»Atfc. 
ifi#3831' , S£*-N5KGl-Val Lark (IDEC Pharmaceutical s:£*TN5KGl tBSIB) 
k hIgGlft*«*ftt HgG2fcgi£&;Lfc&© (N5KG2) IgG2© 
331#gPro£Ser«&L/«g£#S3Lfc. IgG2£fctttt©cDNA£o-- >^ 
te, KM341-1-19A-T^U K-^£2&'fck:<koT&«>, TRIZOL (Gibco BRL) » 
JPb, SfiRWICl^oT, TotalRNA£»UJL&. KffcDNAOW3g««©^ 
a-->^«, CLONTECHtt CD SMART RACE cDNA amplification Kit §JflV>, ^tf 
©R«f Klfc^^Tff^fc. 5 m goo total RNA %$§Wlt IT, l sl Strand 
cDNA * f » b fc . Primer © SB ?iJ \t . tnIgG3Nhe : 
a t a t GCTAGCACCAAGGGCCCATCGGTCTTCCCCCTGGC (@3^"J#^2) G, tnIgG2Bam : 
a t a t gga t ccTCATTTACCCGGAGACAGGGAGAGGCTC ( IB 7Q « ^ 3 ) * & V> , ZtaqPCR 
kit (Takara) £ffl'l>T98 , Cl^ 55^30^, 72*C 1 #x 3 0 cycle TPCRSrff ^ 
m.fc?*Mmhtzo QIAGEN PCR purification mrmUL, Nhel, 

BamHIT'di gestionis N5KGlfc»#fc*E^J©«SB**3Efco&. Z.<Dli7&- 
£N5KG2£L£o 

N5KG2Ser(331#B£Serfcift*.fc ! b©) ft, N5KG2£$??S tbt, y^-fT- 

IgG3Nhe : atatGCTAGCACCAAGGGCCCATCGGTCTTCCCCCTGGCG ( S3 n # # 4 ) , 

G2Ser2 : GTTTTCTCGATGGAGGCTGGGAGGCC (BB8I#-Jt5) T98X 1 60*C30#, 

72*C3Ofi>0EJ£*15IIIfTo;fc. HB#C, N5KG 2 UT, 

IgG2Bam : atatggatccTCATTTACCCGGAGACAGGGAGAGGCTC (@3?!J#^6) G2Serl : 

GGCCTCCCAGCCTCCATCGAGAAAAC (iE?"J#*f 7 ) £fflV>T, 98*0 1 60X30#, 

72 < C30#ODS^^15IHfi : -Dfc„ if >l@LfcDNABlrJt£PCR purification kit 

U 2:3®*lim*rfr*«S£bfc®'&* 98X1 8\ 60X30#, 72t:30#CDK 

^&50fTV^ V-IgG3Nhe, IgG2Bam$:iDAT, Lfc 0 Jfigbfe 

DNAWfM-ftNheL BaiHlT?«J»rU N5KGl^**-0IgGlj£tt«#i:IISife*.fc 

(N5KG2Ser) . Bglll, NhelT^fls W^««CDE5«J*'&tfWfM-* 

N5KG2ser^^^— Jcm^iiAr^o 

.Jt^co^^T^^Jfl^Lfc^^fflViT, Ranoslllttfcft'f (B3A) , 
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mmm? mcmrd-ZTj yzvutz 3 1 ser2g£#©cDc«tt©«!i£ 

±Jfi©^S5fc«fcDCDCStt*aS3£Ufc. 2lf*]!E»a*»#&«UBU Ramos^B 
MIHtttlTlJiLL ^©HfH, KM341-lTl9tx#ttl/Ag/mlOii#*« 
TttIgG2fcit^IgG2ser^**lcCDCStt3^«^bTVJai:i3&«to^ofc(H4A) . 
-^th»#S«[ffilfc*^H fcfcttjL&nfctf^fc (0 4B) o 

1 0 7rf-X hi/tCD40tt#€#ffi«3glftflsO^«t»tt , aS« 
WOO2/O88186k:B«0ffiCD4Offifr0-5'&» IfeSI^J^r^ 
tfe©20 (KM341-l-19#i#> 2105tt#) tt, IgG2+>-:7£ 5*T-&ofco IgG2-y- 
^7^*JCD40OflH4{bfcaST?»43^i:'5^W^4fc«), IgGK IgG3> IgG4fc 
tt#3£«**ft*«IUjt«liftAaaK*fP»U, SiJg[^0lg£«B£, RamosM 
fc*m*CD95R8Mi*Stt«* MM»fl4, 6«oT«tfe. IgGlM© 
SSKBLTtt, N5KGl£IgG2, IgG3®383RfcHLTtt, N5KG1 * 

n j e*nigG2> igG3fcia#*^fc55^^^-, nskg2> N5KG3&m>&. igG3^# 

ffl«OcDNA^ D-n>^ttIgG2©^ P-^>^ac*-»3S[|BU, IgG3#S6*I^ 
7'fV-S«ftS:tTlJSlfe. IgG4 © ^ m fc \t N5KG4PE ( IDEC 
Pharmaceuticals) £fflV*£o 

ft#gB«eD5BS«» ^»0OlfcLfc#t>T£J6b&. t KD40£3BgabTl> 
£Ramos»lfl&^0ll8£iStt», KM341-l-19fcx#:> 2105in#:<ht>IgG2fr$IgGk 3, 
4^SlL^;:tfc < kS^»ttl,6n^^ofc^ (0 5A-K 0 5A-2) , -RanosDB 
££&ttSCD95CD%34g&e&tt« l/10ja±<£TLTV>£ £ itffcrf^fc (0 5 
B-K B5B-2) „ JlOJltHU 21056x0:, KM341-l-19*fi#©g|Vi7rf-X7 1 ^ y 

fc domain swap mutant£#$lU i£tt£8!lj£Lfc. JJTFfcjZB^il D , domain 
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swap mutant <D&mz&\,* x\t. t>Vfat&<DW&*n51fi, Z.om^<D "fc> 
.i?flH«" ttOle H Brekke et. al. Immunology Today 1995, 16, 85-90 \z 12 m<D, 
7«;A-t>y (Kabat EU code > 5 K;Pt>v> (Rabat EU code 226 

fr£>) *«ktfa£7-fc>^ (Kabat EU code 231^6) *ffi1*tz i b(DT&2> 0 
domain swap mutant »KM341-l-190t#\ 2105^^ O -t nic:** b T , IgG2/4 
(CHI, t>^ffi«ttIgG2, ^ft£W3:IgG4) , IgG4/2/4 (k>5?«*tt» IgG2, 
■*n&*H*IgG4) , IgG2/4/4(CHlttIgG2, -ttt&*H*IgG4K IgG4/2/2 (CHI tt" 
IgG4, J enW«IgG2)©4a^To^tfc 0 

IgG2/4St#555i©fc«>0^^^'-N5KG2/4tt, Ztaa PCR kit (Takara) V>T 
<^ I I . N5KG2 £ H H t b T > 7 5 V - IgG3Bam : 
atatggatc cTCATTTACCCGGAGACAGGGAGAGGC ( £ $V # * 8 ) , 24Chi4 : 
AGGGGTCCGGGAGATCATGAGAGTGTCCTT (BB^J#-^9) T!98t: 1 £J>, 6(TC308\ 72*030 
#©K0£15[H]fTo&. JrH$K\ N5KG4 (IDEC Pharmaceuticals) *»ItlT, 
7 7 -f ^-24Chi3 : AAGGACACTCTCATGATCTCCCGGACCCCT ( SB ?U # -?t 1 0 ) , 
linkH2: tgatcatacgtagatatcacggc (SB#1##11) £ffiV*T, 98*C 1 sg\ 60*0 
30#> 72t;30#<D£J&£15lE)fi : ofco ii«tfcDNA»rfr*PCR purification kit 

Tffimv, 2?<QffimMmft*&mm&Lfc<D?>, 98t;i^ 6(rc3o#\ 72^30 

S>0R^*5llIfTVi, -f ^-IgG3Bam> linkH2: tgatcatacgtagatatcacggc 

(IB?!l#^l 2).&JDAT, 150EJftbfc. if ifis U 7c DNA»f ^ Nhe I , BanHIT«J 

»rU N5KGl^**-0IgGl£iirSltf£fi£lfc*.&. 

IgG4/2/4f63K©fcJe>©^^^-N5KG4/2/4tt, N5KG4&83! i bT, linkH: 

gggtacgtcctcacattcagtgatcag (fi$!ltt#'l-3) , G2Hin3: 

TTTGCGCTCAACTGTCTTGTCCACCTTGGTGTTGCTGGG ( SB 3*1 # * 1 4) , £ linkH2: 

tgatcatacgtagatatcacggc ( SB ?"J # ^ 1 5 ) > G2Hin4 : 

ACAGTTGAGCGCAAATGTTGTGTCGAGTGCCCACCG (£?!!## 1 6 ) £ffl^T-?-n^tU 

98tJl#\ 60°C30th 72 < C308>©S^^15IUfT^/c:. ««b&DNA»rfi-&PCR 

purification kit*C*M8b, 2o©»«DNAWr>V%«iB^bfc©'&, Z.n*ffim 

tVTWCl®, 60*C30#, 72 < C30#<Z)S^^5lHlff K IinkH, linkH2:/^-7 

-£JD*.T> 15EIKj£bfc. JiffibfcDNAWfM-*NheL BanHITiBJtffU N5KG1^ 
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£*-©IgGl£#ffi«i**ffe*fc. 

IgG2/4/4B£©fc&®^"£*~N5KG2/4/4Ki, N5KG2*«PS!t bT, ^-fT- 
linkH: gggtacgtcctcacattcagtgatcag ( SB 3&J '# # 1 7 ) , G4CH1- 
2 : GGTGTTGCTGGGCTTGTGATCTACGTTGCAG (BB#I##18) T98°C 1 60 < C30#, 
72t:30#©£/S£15IIIfi : ofco BH$fc, N5KG4£HS!i£bT, 7°7-< ^-G4CH1- 
1 : CTGCAACGTAGATCACAAGCCCAGCAACACC . ( SB M # # 19), linkH2: 
tgatcatacgtagatatcacggc (6B8I#-S|2 0) £fflV>T, 98°C 1 60T;30#, 
72T330#©£J&£15l3fTofco MmVtcmhmft*?Cl purification kitT«« 
b, 2^©iflSDNAIDrM-&^*?l^bfe©^, 98'C1#, 6(TC30g>, 72 < t30#©£ 
JK£5l3frl^ :/:Kv-linkH, linkH2£t)D;LT, 150M bfc. *BitsUfeDNA 
•ffrftNheK BamHITWb, N5KG1 ^*-<^gGl£ft««£flHf»*.£. 

IgG4/2/25S£©fcfc©^**-N5KG4/2/2«, N5KG4£$IM t IT, 7?<1*? 
— linkH: gggtacgtcctcacattcagtgatcag ( SB #1 S -9 2 1 ) , G4CH1- 
2 : GGTGTTGCTGGGCTTGTGATCTACGTTGCAG (p3?!l#*§- 2 2 ) T98T: 1 #, 60^301*, 
72 < C30#©£/ft£15HIf?^fc <> HP$fc, N5KG2£l#M<i:bT, V-G4CH1- 
1 : CTGCAACGTAGATCACAAGCCCAGCAACACC ( SB 81 # ^ 2 3 ) , linkH2: 
tgatcatacgtagatatcacggc (S3?>J#-Sf 2 4 ) ftflJUT, 98T3 1 60*030^, 
72 , C3Oi0>©EJ6£15l3fTo&. *«UfcDNA»ffrftPCK purification kitTffifl* 
b, 2o<Di|«glDNA^Jt£^»P£bfctf>-5, 98T: 1 #, 6(TC30#, 721C3Og>0 
RJ6ft5EffVi, 75«f T-linkBv linkH2^JB^T, 150£j£bfco JSiSbfc 
DNAUfM-^Nhel, BamHITi2Jlfrb, N5KGl^£*-©IgGl£ttflRtt£«*ifc*.fc. 

KM341-l-19*rt-f*:. 2105#i#{cH bT.*n-£ft4ffi0domaiii swap mutantOig^- 
iSteSrW^fejefcT-fc, ^U> ? ^;K^IgG2t0mViMJ6e>n75:^ofc^ (0 6 
A-l, 0 6A-2) , 7d~7,T<<y ^jSttfcHtTtt, KM34 1-1-1 9ia#\ 2105^ 
©M^t ! bIgG2/4/40*-^tt^l : b<l£TbTVife (0 6B-K E6B-2) . C 
©ifg^^tt, IgG2©t>> J ^^7^7;x^ '^ffittdlST^SHi^ 

y/\'-k>;x, 5K;Ut>v, D£7-fc>$>0 3^oa5ffifc^^&n*A< 
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(Ole H Brekke et. al. Immunology Today 1995, 16, 85-90) , -^©S^ft 
■^n> \&l\z®&m\tmm*UM(Dh(D\zW&\stzo 7yA e -k>>> (Kabat EU 
code 216/^£) , 5 K;Ph>v (Kabat EU code Z26^£) , o^7-t>^ 

(Kabat EU code 231/^£>) Mg£3®ALfcin;#£IgG2UH4, IgG2MH4> IgG2LH4 
fcU ^tlftlO^^^-H N5KG2UH4, N5KG2MH4, N5KG2LH4£ Lfc„ &:fe\ 
Kabat et. al., Sequences of proteins of immunological interest, 1991 
Fifth editionlcg^tt^ "t>i>" \tE\i-i >xy £*216/^ $230££li3ft 

N5KG2UH4 > N5KG2 £ m M t L X , 7 z> <i T - linkH: 
gggtacgtcctcacattcagtgatcag ( SB n # ^ 2 5 ) \ UH4-2 : 
CACAACATTTggaCTCAACTcTCTTGTCCACC (IB^J#-t2 6) T98X: 1 60°C30#, 
72 < C30#©^j^^l5HIffofco Ir1B#1C, N5KG2££I1!£ bT, ^7-fT-UH4-l: 
GGT GGAC AAGAgAGTTGAG t c c AAATGTTGTG ( gB $U # % 2 7 ) > linkH2: 
tgatcatacgtagatatcacggc (I3^J#^ 2 8 ) £fflV>T> 98*0 1 60'C30#> 
72 , C30#<DK^&15lHlrfoyc. ^flgLfcDNAItrJt£PCR purification kitT*!^ 
U 2O0iWAi)t^lii^tfc©^« 98^1 60"C30^\ 72 < C30#© 
5 0fr^> y^^^-linkH, linkH2^lPAT, 150H^Lfc. mmVTc 
DNA^jt^NheL BamHIT'^^L> N5KG1^ ^-©IgGl^^^tS^^Afc. 

N5KG2MH4 « > N5KG2 £ il M i L T , 7 5 < T - linkH: 
gggtacgtcctcacattcagtgatcag ( I ^ I f 2 9 ) , UM4-2 : 
GGCACGGTGGGCAtgggggaccataTTTGCGCTC (@B^"J#^3 0) T98t:i#, 60X30#> 
72^3O$>0£j££15lI]fT^£:. ra^fc, N5KG2^^^^UT, y^T-UHM-l : 
GAGCGCAAAtatggtcccccaTGCCCACCGTGCC ( SB ?U # 3 1 ) > linkH2: 
tgatcatacgtagatatcacggc (I3^J##3 2) *m HT, ' 98*C 1 60t:30$, 
72t;30#<DM£15[slfTofc. l#*sLfcDNAgfm-£PCR purification kiWgSS 

l, 2^(DmmmhmK*^mm&vtc<D%, mx: i#, 6or3o#, 72 < c3o#© 

£j££5|H|fT^ r^-f ^-linkH, 1 inkH2£Jn*.T, 15|H£/&bfc. tgifl 

DNAIfrtf-£NheL BamHIT^U N5KGl^^^-©IgGl^«tg#^^.fc. 

N5KG2LH4 & , N5KG2 £ £1 M £: L T > 7 7 -f "7 - linkH: 
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gggtacgtcctcacattcagtgatcag ( IB M # 3 3 ) , UL4-2 : 
GAAGACTGACGGTCCccccaggaactcTGGTGCTGGGCA (IB?iJ#-5f 3 4 ) ^98*0 1^ 60^ 

UL4-1 : TGCCCAGCACCAgagttcctggggGGACCGTCAGTCTTC (I2^J#^3 5) , linkH2: 
tgatcatacgtagatatcacggc (@2?"J#^ 3 6 ) ^ffl^T, 98*C 1 =0?. 60'C30£K 
72r30S?coS^^15IUffofco igi|>gbfcDNAPi>ftt-£PCR purification kitTM 

u 2?<Dmmwhmft*mmn£L?t®iE>, 98*0 6(rc3o$j>, 72*030^^ 

%]fo*5®ft\,^ ^-f^-linkH. linkH2£iO;lT\ lSHI&JftLfco m^LTc 
DNAUffit^rNheL BaniHIT^IIf U N5KG1 ^^-©IgGl£&fm£g#&;i£: 0 
KM341-1-19#l^ 2105ffi#k:MLT> 3 ^©domain swap mutant© 

StJRCfcVi-rsiS^SttSW^fc^ I^T&ofc (0 6A-K 0 6A-2) . 
RamosiMflSfc&T S7rf-*7V y *SttfcHLTttIgG2UH4, IgG2MH47:^L< 
4£TbTV>fc (H6B-K H6B-2) . &±©;i£^E>, JaCD40^#:KM341-l-19, 

IgG1^6IgG2fclJ-^7XS:^Jft-r*e:tlc«k-DT, 7=^*7^ v*«tt*i| 

at-r*Jii*JHi*& (0 7A> b) o 

fc£fc£©U-:/*9*ttIgGlT*a, W0d2/088186fcB«O4Dllft#3tfi-?O 
ii, @li&^trDNA©rn-^, Bglll, NheIT$Ht> »f!ll,fc£» N5KG4PE, 
N5KG4P, N5KG4^£*- (IDEC Pharmaceuticals) fco&fjl^fc. N5KG4PEte 
IgG4S^^^t, S228P&tfL235E> N5KG4PteS228P©«g£^n-£tv£tJo ft 

©«£«:}§«£* llO^lCfoTSILf:, IgGL IgG4> IgG4P, IgG4PE© 

umomffo^<Dfe&m&<Dmw*M.*>ntsifr?rz msio . *fc±y$©#j*fc«j: 
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Kitt, 7>iS^f-xx^ y^tubm ssttja,ia*tife*»ofc cbsb) . 

SlWJ 1 2 iriCD407>*=f~* htt#**#©ADCCStt, CDC^ttM 

b hMNC£x7x^-M£LT, CMO»?!DaudiliJft*»»tLT«fflbfc 
4Dllin;{*©t)t©-y-y^^7»l?^^IgGli:Jt^UT, IgG4> IgG4PE<2 2 
OCD^m#:«^-n^tlADCC^tt©^L,V^T^|g^$nfc (1219) . 

CDCSttfcHILTte, IgGltIgG4P©^tt(DJt^^, DaudiM£M t LTWI 
feLtco IgGlfcJt^T, IgGmZCKfeteifimmfcteTlsXteZZtifitofrvIt 
(010) . 

mmmi 3 #tcD407>*:Jx;*7V vtfowommzmtt&m 

CD40Jt^O h^>Xv->£;£LT^$T£7> (Yasui. et al. Int. Immunol. 
2002 Vol 14 : 319) \Z 4Dll#i#:©IgGK WP&cfctf^PEfc^ft-^niOO/igJl 

M^g#Lfe. ®^24mBy&\am®mm&iom!ia.Ls o. i6moi/L<z>j£{t7> 

^n^AfcT^lfoJL FITCra^B220#E#£JSl^ FACS£JB ^TflWbfc. 011 

©@KmgGi>igG4P>igG4PE®jifc*#^fc. &tc, ®mmm'&\zwmz 

Wm*®M'&, PE^IiiaB220JfL#tFira^CD23. CD86£fcteCD956tft£J3 \,\ 
FACS£/BV>T#*TUfc. H12A, Bs- Cfc*§*£^T. H+IS!Wtt±U >/m$><D 
#*lS*7-*-&56SbT^4BlllllfiO«y^*^r. 4DllGlttVi1"n©T-*- 
t>Tp|Ria{*:T**T^^ttt KD407=f-*7V y££i#5C3 (77-5>5>x 
» £E*®S8S±#rt**&nfc. IgG4PEK»gGlfc«ktfIgG4PfcJfcbT«rJSttfc 

4 iaCD407>^n , -7.7 : -^ y £fttt£J:*ftffttAtttttt££tttt<ff* 
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CD40itfi?O h7>*5>— >%%VTte% % ?V7> (Yasui. et al. Int. Immunol. 
2002 Voll4': 319) \z 4-hydroxy-3-ni trophenylacetyl-chiken r -globulin 
conjugates (NP-CGG :*K*¥tt£*$W3fcBr C#g«kt)#-5) £7 5 A 
(Alum: zKmfb7;i^ ©it^rft^lOO/xg (NP-CGG* <L LT) Jgjffifc 

Ml*lf£-5-bfc. BttfcMIBtbTffit h7;i/ys>k h IgG4PEtfi#100;ug£tS;# 
bfc„ «<fts7 43J:tfl4B«, R«IWR«J:9i*JfiLU M*tf>NP#Mi$IgGl:fccfc 
mgMft#M£ELISA&fc:J;D$IJ£b&. ELISAfettNP*Jig^bfc^'>Jlilt»7^y 
S> (NP-BSA : 2. 5/zg/ml) 50 n \/V x^£, ELISAffl 96^T-T * a h 
(Maxisorp, Nuncthfi) ©#^x;HciPA> 4"CT"f >^a^-hl, NP-BSA 2: 

d^, PiercelfcS) *ioASfiT^>*3.^-"hb^ny^r>^bfc^ #9 
x;i/S0. lXTween20"&WU>B6»«* (PBS-T) T* 3 lsj#fci£bfc. #ViT\ &9x 
;Ptl0%yn^^x-7,^*PBS-TT^f?bfc#ifa» (50m 1/9 x;W £Jn*., 
37 c CT*2P#M-f >^a.^- h bEJfcS-Sfc. T-f ^D^U- h%PBS-TT3®ft 
7;i/AU7*X7 7^-^T*«$nfc-V^StT»>^IgGia#:*&ttIgM 

(aat/W*, 1 070-04 1020-04) £ 10% y £ x-T^WPBS-T 
■Cl,000«fc*3Rbfcl6* (50/zg/9x;i/) £s ^9x;i/fcJnA, 37"CT2II#|HI 
<>*a^-Mfc. &V>T> *o7V-h*PBS-TT3|3ife8M^ f££S 

(50/il/»7xJK Sigmal04> phosphatase substrate) £6>7x.H'fciniX.t 
ifefi4O5MrC0!fttt£«: , ?'f £ □ h U-^-T^l^bfe. 1 

3A> Bfc^r. m*Mmm-cGGzcmi/^vz\z2®&ttLrz'&mshLT'7 

-)lLtzlkmiZ~D^T, IgG10«£mO,OOO#*&bjfc'b©£, IgMffift©^ 
ttl00fiFbfc*)O*-tn-?ni 3L-y htbTjfcliEbfctefcjpt". 4Dlliri#*5<fc 
m81©IgG4P*fcttIgG4PEffi#ttNP#ftW^IgGl*«fcmgMtt#S**ra<»fcSft 

<anwbfc. 
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&ik*MMWi tmu<ois&T*m%.htz. ^(DMMzmi 4k, bk^-t. 4dii 

mmmi 5 mmQ7>?3~7,f-j v i? fcfcOft-Z ^ 1?Mz&V2>ftm 
4 D 1 1 ia&© I gG4P * ft tt I gG4PE© 30ig/kg£ % if ~<i if )V<D BtrKtiMll&IMRA 

«^|ffllSI?ji^*FITC^iimCD3Jx^> PE««iftCD20fii#:cfc«tr;APC*«MniCD45R 
#*Jfll^ FACS*ffll»TRttfflJfiJ*ap©tt«B*fTV^ CD45Rte»IIBfc:fett*Jfc* 

*fc»*r«#l*MTOCDZ0»ttliJBJt*O«^*^*r. IgG4Pjn#:i£^li#:T*te 
#£#£#1~7 B«OKIfcCD20litt«Jfitt*54036j«^bfc^ IgG4PEfct#&-%-ffl 

■imffl*oiLi2*«ttELisAajk:Tai€bfc. »ii?)»feM$ia 

T20~60#IB&11«, g*lT*3000rpm> 15£-M&<b&li b T# 6 tt&Jtait * 
monkey IL12 EL ISA kit (Biosourcett) &fflV>T8lJ£bfc. ^-©i^m^EIl 6H^ 

t*. igG4?mm$^?ft®nfa^>h\z&\,*T%iin(Dm&mM$^®zn?2. 

fr^>tttf, Ig(MPttfrfcUBl*t^*teIL12S£#*&nfc. 

r-* 2**311 (Tetanus toxoid : TTx) (lOLf/ml ;x>;fc£Wtfc&£tt) ££S 
^-^^1f;i/9IZC(c^^RW^rtfcMb, TTxlcOTSSEMi^i^ 
mtttil:, $f£M&©10#Ml;:0. l&tflOmg/kg 4DllG4PEft 
#<£#3E^3HI (lilPflfcfcllHl) HffiU 4M\G4?E(DWnmmWLmzttt % 

L/sitexl2SB&) KMfilffffAA (0. 6mL/body) \Z, liStt&fls©21B«fc» 
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ffi&ft (10juL/site> 3 *Hff^ : 0-10Lf/ml) fcTTx £&#Lfco MBmAR 

Tco fCSMSnHit. 4D1 1 G4PEfct#<D 9 > 24%.mmffl'&\zfr 

9MLfc«£gmT20~60#TO«&, ^aT3000rpm, 15#Pfl3I^#PIL 
T# £nfcjfa^*©^#«ELISA&£m>T$J£L£ [ , ELISA&teTTx 
(0. 5Lf/ml) 100m1/^x^£> ELISA^96^x"r 0 a 7* 1/- h (Maxisorp, Nunc 

±*lt£&T, ^C7 X ;Vfc7*a^^>^iS^ (0. 5*BSA^frU >ttfSffi«[) 
£JP;Lg?&TM >*n.^- h L*7uy*>tfLtc'&, €-7xJl^£0. 05nween20^ 
t'J>iiW'(PBS-T) T3Wtfc. #V>T, #^x;i/tO. 5S5BSA^WPBS- 
TT*«bfc3-lMi (100~819200^«, 2 ; 100m 1/^7 x;i/) £2)Px., 

£}B-T?2I$IKK >*a^-MR«3tfc. ^-f ^ a JV- h £PBS-TT3H]i$fc& 
^;i/^^v^-ifT^^$n^c^^^1f;i/IgG^#:*^«IgMin;#: (Nordic 
Immunology) £0. 5%BSA^WPBS-TT3, 000^»lRLfciM (100£6g/7x;V) 

- h &PBS-TT 3 ^£SSIi& (100/zl/7x;K 0-7x~l/>v7^> 

mm^ + ii^b7Km7K) ^#7x;i/HJlP^, ^fi492nmT©^7 I 6g$:T'i'77a7 0 
1/- h U-^-T«bfc 0 ^TxMMMftg^O. l^±t^^>ft^WW 

tt, mm^mz^r^ytmm.nzmL^m^mtLrco ^ommz 

mi 8&tfl 9\ZtkTo 4D11G4PE lmg/kg^g^fclck V > TTx^^^JlgG^ct^IgM 
iaM^l/lOtifp^J^n^Co 10mg/kg©£#TteV>? t n©&lf[i#'1' > h 

jEStt hcto«ufc«^4^^b (^6mi) , ^nznmng/mwmmt 

tz2>£5\zn>bn-)lh MgG4PE, □ > h n-;i/V7;UgG2a, hhiath 
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CD40 IgG4PE(4Dllh V V 7>m t hCD154 IgG2a(5C8) £JnA37*;TM0#RW 
a^-hbft. Flat perfusion chamber (Glycotechtt) Of □ y— ¥>n— h 

aU'fcjfe** 1500/s©1*D***«JPt>*3SftT?7^M«El/fc. ^r<D^4%^y^)V 
A7Jl/jt KU >KMtt*KC< 1500/s©rOJK**«JDto*itftT10^B3«b, 

^hU5 i y5/r L ±fc^$ nfc jfo/.h«8£# £ @£ b , $ e, m mm 

h hint KD40 IgG4PE (4D11) T^SbfeJlil^tt, □ > b D-^^T^ 
T^T^k KD154 IgG2aT^SLfc«ttifii/h1S^*±«$^^L^ 



4Dllft#©«#*«**»t#©*3ett^Jt«*WUfc. #&£UTteG4P, 
G4PE, G2Ser*«ki;G4/2/4*HEK293*JftT-jitt585S1-*CifcJ:Df»6nfc« 
«±fit£Protein A#^A (T^^t AA'-f Wx>^ft) tlft-y'lO. lM 
^l>iA'y77- (PH2.7) ^J;O^mbfe^37 , CTl^Pfl^J;([Xl0^P^>^ 
:x^-hbfc. J e©^50mMU>KAy7 7- (pH7. 0) k: «k 9 tftUifc. ?#£>n 

^®3Kf*-f >*^- KK3MWfcJfci;T:*>J ^V-^WWMU G4/2/4>G4PE 
>G2Ser>G4PO«K:*U=fT-«J4ri5U't» , rViCt*J!W9i.Ufc (021) „ 



1 9 mmo7>*3-xT4 y?tnmz&zBifls®mfrte®mmftm 

CD403tte^Oh^>^^->^^UTV^C57BL/6W^^X#JJjSlWgMlDBA/2T 
4D11G4PE 100Aig*fcttvehicleJ4&J»^*iaH*»60» 2, 4> 7, 9* IK 140^ 

0WRrx««K 4, 9a«fc-€-n^njt7'>7PGMi^#iooMg*±aiifcJ«iffirta 
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4bfc.'H2 2fc»*ft*-r. 4DllG4PB«!##K:fcV>T, vehicle&4P£Jt$fc 

A*-^Fy h U >7*-Tjfflj»Rainos, J$EMJj&m24 (ATCC. HTB-4) > 
MJ»Hs 766T (ATCC, HTB-134) & J;tfCapan-2 (ATCC, HTB-80) Kl:fett3CD40© 
fgijte, 341G2Ser^fflVifcFACS^fcJ;05l^Lfe. 

#HHJ»£T24s Hs 766T\ Capan-2K:o^THb 'J 7°*>>$Ht^> Ramos£oV> 
T«^©££Ie]JKU PBST&ff^ 341G2Ser 1 u g/ml ^tf&fefflilgMl;:?! 
Mbfc. 7 PBSfc0.5iM EDTA, 0. Q5%7 h L) r> A* 

5X#Sj{b^^^->Jfii«<£»bl:^Ufco 4^CT15#Fp'H>*aL^— > 3 > 
iSia^^fiffiAy 7 7-T 2 PE^^-^^iah h IgG (r) 

(Southern Biotechnology Associates, Inc) A*y 7 7 — Tl :250tc^ 

^Lfc^fc{?5«b7c„ 4^T15#5iH>*^-:>3>^ M£&-feJS/\' 
777-T208c^U FACSCalibur (BDA'-f r^iM x>7tt$D Tf^-^ftfc. 
i5ittn>ha-;VtC«, fiOk hJrE2,4> 5 XhD7xy-;KDNP)m#:^ffiVifco 
T-^itfrV7 bteCellquest (BDA-f x>7>#:$!) TIt^ 

Raios> T24, Hs 766T, Capan-2Tte> 341G2SerT*^&L£:!§i§-©¥ 

1 h hJ@MJia^fc^1-^TO407rfxXx^ y?fct#<Z>M: 

Ramos&2. 5X10 3 «> T24te2. 5X 10 2 fiK Hs 766T&c); Capan-2te5X 10 3 flS£ig 

*&fcJHH»U ¥)S967x;V7l/- h (FALCONftSg) 4>T^#:^*100mLT, 

341G2Ser 1 ng/ml~1000ng/ml.©^^^ tblzMV, 5 XC0 2 #ifiETT, Ramos&J; 

tfHs 766Tte66H#F^ Capan-2 « 90 B# F^l , T24 \t 114 m HQ U . IOmL 

(3. 7MBa/mL) O'H^JVS n&^S S>> (T^S/tA/^tlT'f X>^a«) 

37*C, 5*C0,#ftTT?6P#MJ&*l,&. Ramos tt, 96Micro cell 
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harvester (SKATRONftlS) V*T\ Printed Filtermat A (A°-=3f >x;i/T-ft 
M) V-yfJVrtyjf (A°-*>x;i/T-ft§!i) T#A-U ^ 

-^yix- h >>>^ (;t-*>x;i>T-tt«) 12mL£«lU »~>>^l/--> 
3>#7>^~ h : 7 tJI^ v7*±$D Tj3^ 

S^iJ^bfco Hs 766T\ T24£J;tfCapaii-2te, A-^7#- (A-*>x;W 
^fflViTo.x7^;^- (A-*>x;i^-ft§s!) km£ihjku S 

L/well^JPU, 5/>^l/— 5>a >^r«7 ( h y 7* 7 > h : A y Htt 

-£<Z)iSS3^ ^TM«T341G2Ser0^9[^#W{cm4#W^Tb^: (£ 
1) o 341G2Ser 100ng/il»B#®M£#W, Ramos td*3 V^X«585K. T24fc:fe 
\^X\ttll, Hs, '766Tfc*5ViT«15iK, Capan-2fc:fe UTfcmKT'ifc X) ^ 341G2Ser# 
Ramos, T24, Hs 766T*5ct^Capaii-2<D^flStim$^SiJT^Stt^ fe^ £ £WM £ 





341G2Seril 


t£ (ng/ml) 


1 


10 


100 


1000 


Ramos 


98.49% 


81.68% 


57.77% 


55.26% 


T24 


97.94% 


50.72% 


21.97% 


25.35% 


Hs 766T 


34.67% 


21.50% 


14.67% 


15.18% 


Capan-2 


100.94% 


85.34% 


76.76% 


72.89% 



Ul»J2 2 T77>&^x;MC;ttT&&CD4073*x77V y2tiiW<D9m 
(1) RamosiM 

m^omm&wcz- ft77 (0*71^7 («o a^disa) t, 3Gy©& 

Ifi^Iit, ^^TfcRamos^2xiOWv77H#:TS*lbfc <> 

5El$<hbT$#ttbfco fi^D^Ctt^C, 341G2Ser 100/a g/v77<@ 
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# (200m 1© 1X2-7 K^^JM^tfPBSkl^Lfcfc©) £16Bgfc 1 mfS 
#U 47Hi*T?««****»ISbfc. Bfctta>hP-;ViUTt httk bill 
ffij;i/> r 5> (HAS) tt#*«UBLfc. 

(2) T24M 

OUttBalh/cS-F^* (B#£W7 (80 tt^DISA) OW&TtefMtb 

fc. ^«fr*«*iWia»tt3iDinBg^8«^aaT**. ^wiob^ic, 

Jtj»©*£$£«lJfcU M^*#£#80~200M 3 ©iI^v£7£5ElS¥<hL 
Ti*#ttbfc. fi«*75'^©«^J»rtfc, 341G2Ser 100/i g/T£7ffl#: (200 MO 
1X7- KT^Xjfamfc^frPBSfc&^b&fc©) £10B@fclH]iS:-£U 290 g 
£TM*£$£$J£Lfc. l^tt->hO-;UtbT, «©hhiftDNPin;#£ 

(3) Hs 766TM 

8«©fltttBalb/c7- (B#£U7 (t*) tti:01iA) ©*«&T 
fc, Hs 766T 7Xl0WTr>Xffl#T^ffitfc o &Jjil6B^fc, ±j*Lfcffi5»© 
*#££?1"J£U Jffi^c^^#^^50~140inm 3 cDtB5ST^x^r 5 EES 1 ®£ Lxmft 
KLfto tefaWZ<DW>Mfo\Z> 341G2Ser lOO/ig/vSXfflft: (200/a1©1X7- 
FT£*Jfo**£trPBSfci&#bfc«b0) £16Bgfc 1®S!4U 32Bg*TM 

Htt3>hP-;^l/T, M©k hinDNPinftMfflb 

(4) Capan-2^fflJJS 

6Mi&©iM4Balb/c7-F-?£7 CB*^W7 (I*) *t«fcDJ»A) ©TO&T 
fc, Capan-2 2X 10W^7ffl#T^*iUfco »ttl3Bft(Z, £*LfdIS»© 
;*: * S U S #30- 130mm 3 ©i§&T £ X$5Elit bTi¥# 

ttbfc, &^V^7©Ml*l^ 341G2Ser 10£fctel00Aig/v<}7<@#: (200m 1 
©1X7- Kv£7JM£^tfPBSt&fl?bfc*>©) *13B1^5a2@«4b, 
34Bl*TM***S*»J£l/fc. Pittn>hD-;i/tbT, fch#U*o-* 
;i/tt#(hIgG) (5/^tt«) fcttBLfc. 

aani5saj»j* (tgir) «u*T©5tTfi-gufc. 
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100- CI (341G2Ser&^#0*»ffl£B®¥^B0MM* - 341G2Ser£W<7) 

at) i xiood 

T24. Hs766T*«kl^Capan-2fiS5 , 7^^TttTGIR3&«100X&j@A, S 
*#«©31»5&J«*$nfe. RamostlSv^TfcTGIR M 

£#8WJB*#:fcffifc»fia;*nfc. (*2) . B2 3j^6 2 6fcfnfn, Ramos 
fflJ&U . Hs 766T^IS*3 «t Capan-2 iifflJIS £ » tt b fcSSE ^ £ 7, fc 

^2 





341G2Serg4ft 


MB** 


10 /i 


100 // 




g/head 


g/head 


Ramos 




73.40% 


T24 




109.05% 


Hs 766T 




108.55% 


Capan-2 


103.49% 


119.20% 



^^^X©-^0^*^©it^^^X©^©^«^Lfc^CD4OJa#«, 
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3. ' t HgG#fc HgGlT&S, M:&fl2fc:fB*©fi8L 

4. t MgGtft HgG2T&3, tt#«2 fcfB*©S8U 

5. t MgG#t MgG3Tfc** if 2 l:|3*©Ii. 

6. t MgG#k MgG4T&*, lff^«2 ^GttOXtt. 

7. £#£«0 7 5yK0tt&a«, Kabat&fc.kSEU'f >ry^iaO* 

' 9. H-TKM341-1-19 (Stfc#^FERM BP-7759) *iS4t5t;^ 

D-^-;i/K#©a»©"5isg««*wrs, tf#£ i ~ 7 ®^i"n^ 1 isfcism© 
mm. 

1 0. »*a9fc«*0»«*J:tf/Vf:7'J H-TKM341-1-19 (SK**! 
FERM BP-7759) s^S^T** ^ ^n-^;i/K#0«||©'BT3C«*ft*'r*e*, 

11. 3 8-e^$n§^.U^^K©.Rl^^^TS, if ^ 1 

12. - W#«l 1 fcSB«0S8|:fe«fctfIB?!l#*M OTS^mj^U^H 

1 4. Mt$9l 3fcEffi©fi«*«k^l3?!l##134T^$tl*#U^^K 

a> e> 9 stf±)vmw & 1$ fr» fc«## e. & Z =E J £ O - ^^tt#©««, ^fpto 
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1 7. H-T2105 (g|6##FERM BP-8024) ^tSty^D-' 

^•;w^©a«i©Rix ***^r*r*, «t#« 1 ~ 7 ©v>i*na> 1 mizmmomm. 

BP-8024) 3^S4r**y^n-^-;WJftflc©««©RlSE««&^rt**6«l, ^e> 
19. S33Wf4 2T«$n*^U^^ , 5 1 h*©Rl*«(«ftWr*, 

~ 7 ©v>i* 1 £fciBifc©sja. 

2 0. W$9U 9(CiBm©«ISfe«J:I^iH^J#^4 4T^$n§^U^^5 1 K 

^e>^si»^ifcfBic©a^. 

2 2. 89#S2 1 fclBm©a^*«ki;iB^I#^138T^$n<5^U^^H 

tn8r^&*4*n*»#wi K:iB«©a«. 

2 5. IB»^131T^£.n3tf l/^K. 

2 6. iB?0##133T^$*l5#U;2* W^K. 

2 7. W*S2 5 fc|B*©#U 5? £ U^H&^-T 5?gSl^*-. 

2 8. f»*^2 6fcfB*©#U^^U^K&*"r-55S^^^-. 

61 



WO 2005/063981 



PCT/JP2004/019750 



2 9. M*8 2 5*«ktf 2 6 fcBftO^U^^V^Hft^t-ftaS^^^ 

" o 

3 0. MM 2 7 teSB«038H'S£*-£'&ir!t±. 
3 1. 8 K:E«©58Si^*-£'&tr?&±. 
3 2. m$92 9K:E*®585l"S£*-&£Sri&£. 

3 3.. m^ms 0fcE«O1t^*«**+T*«b, K»*4»Rt;/*fctt 

3 4. «*^3 2fcE*01&±&**ifc + "e*aiU Ki»*<»fttf/f:&tt 

3 5. BW#*135Ta*n**U5^U*^]<. 

3 6. B^J#^137T^£n3#U*£W'3-3 L K. 

3 7. 11*313 5fcE*0#US* V^KS^rf *»iH^^^*-. 

3 8. »^3 6\zmm<Dtfv*>7U* i ?} t *%?zmm'V7*'-c 

3 9. M3 5&J;tf3 6 fcE*©#y 5? £ W:*3=- K**f ZftM^P* 

o 

4 0. »#«3 7fcE«05B»^^^-*frtH&±. 

4i. mimz 8fcE«o5sa^^^-*frtris±. 

4 2. §f#:g3 9fcE«©5BS^£*-*£tMB£. 

4 3. »#«4 0lcE«O*^ft»** I t , T«*U, .K**«&i;/*fc»4 

4 4. • 8S*«4 2K:E«OlS±&«*tt + T««U, KfcgfcRtf/S&Kj; 

4 5 . k MgG2©7yA-k>^:feJ;tf5 H;Wh>^SrWbTV^V^#:© 
7y/Vh>^J;^ KJl/k>$?£, k MgG2©7 y/t-k >^*3d:r>^ K;W 

62 



WO05063981 [fi l e:/A \dc was03\firmdata\lp\FoleyPat\PatentDocuments\ WO 050 6 3 9 81 .CPC] 



Page 64 of 2 12 



WO 2005/063981 PCT/JP2004/019750 

4 6. CD40fc«^«*y^n-^;wtt#o««cDTO*«o#y^^H 
£#£1" £lg£^tf, ^Mtt HgG2©7y/1-k>v>:fe < £tf5 F;i/k 
Vy^tn^/^ n-^;Pifi#©S«©|!!ii:£&. 

4 7. k MgG2©7v/<-k>5>:feJ;tfS K;i/k>^**bTViftv»a#o 
7*;^-k>S?*J:V5 h*;Vk>v£, k HgG2©7 y/V- k>5*fe .fctfS \t)V 

JTT 3 fir^&fl^fck MgG2©7y/V-k>5*fe«fctf5 HJVk 

4 9. MT^^ 8^ 10, 12> 14, 16, 18, 20, 2 2*^1/240 

•i 

B6*afiJE«*«jftr*fc»©» Mf*«8, 10, 12, 14, 16, 18, 20, 

5 3. «#««K:ADCC*ii;/*fcttCDC©«Jn*fctt<£«*4i;-&b8e)* 1 

Kioysyto^fcttfifcKfi i &±©7$ y K#ttm;*n&7>* 

h^tt£WT3CD40«£i-3 ; E/- 2 n-*;WK#©S«. 

5 4. • £1MW**»fcMgGTfc*, 5 3 fcflB«©S«. 

5 5. fcMgGtfkMgGn?**, 5 4 £BEtt©fig|. 

5 6. k MgG^t MgG2T*&&, 5 4 CEtt®t«. 

5 7. k MgGj&fk MgGSTfcS, flt#E 5 4 K:|E«©S8&. 

5 8. k MgG#k MgG4Tfc£, If aR^ 5 4 fcSHtt©Sfi|. 

5 9. ^Sm©7$yt©W, Kabate>fc«fc*EU-f >7*y^^teJ:0 

63 



W O05063981 rfile:// \ \dcwas03\firmdata\lp \F o leyP at\PatenlDocume nts\ WO05063981.CPC1 



Pa ge 6 5 of 212 



WO 2005/063981 PCT/JP2004/019750 

*5j;tf5 8 ovi-rn^ i mzmmomm. 

*0&**fcttitJfc'b t < tt 1 ^±©7 5 7 j»£*lTV>*, fff$« 5 3- 
5 9 ©V^Tn^ 1 QUcCttOXff. 
6 1. J£#g^©7 5 y Rabat etckSEM >fy £>Ue:«fc9 

6 2 . gt$£ 5 3 ~ 6 1 ©v^Tn^ i wzmMcDmrnz^ts*; & u-j-jv 

6 3. /W7UK-V4D11 (St6##FERM BP-7758) ^je^-T^^y^ 
D-±;PtrC#:oa«|©Rl3EiR«**f 5 3 ~ 6 1 (DKttlfr 1 Steffi 

ftoatt. 

6 4. I»*^6 3 tE«©a«*«kr;A-f 1 (SK## 

FERM BP-7758) ^H^-TS^y £ n-^;Vtt#©fcttCDT******1-S«8U 

6 5. m^mn4 6nm^n^ ] j^^\ t (ous^mm^-r^. m&ms 

3-6 lCDV»Tn^l®K:IEtt©fi«. 
6 6. »#^6 5 Kli3ii©a$Uj3«ktfEaWf 4 8TgSn5^U^fK 

6 8. W#E6 7^fB«Ofil*5J:tX@B^J#^142"eg$n§^U^y5 1 F 

6 s/^± jve^j &n* fcas^* e> ft 5 * y # o - ±)vm# vmm . e & * ^ 

64 



yyO05Q63981 [file Page 66 of 212 

WO 2005/063981 PCT/JP2004/0 19750 

71. mmm^m-citznz-ftvzzx'^Fo 

72. ffipm^m-cm-znz-tfvzzujr^F,, 

73. m#m7 1 KIEm<2$Uj*£l/:t^h*£W1-£fg3!^*-o 
7 4. W^«7 2^IBtt©^U^^ V^K^TS^f!^*-, 

o 

7 6. W*^7 3k:fBm<D^3l^*-£^tm±o 
7 7. I»^IB7 4^&Bm©^^^^-^^tr^c 

78. m^m7 5\zmmomm^^^-^tsm±„ 

7 9. W^«7 6fcfBicW?i±£J&«^4'Tig*U 

8 0. !t#«7 8 £fBil©?i££igM + Tig*U ifcig^&oy^fcte 
8 1. M^6 2, 6 4, 6 6, 6 8 £ £1*7 0 (D^ttlfo 1 ^fciBm©^ 

8 2. eeft^iL rwi/^-i^aMiisfgwH^isM 

8 3. fit#JH8 UcfB«©iS^Mj*tl^ni?L»(c^1-'5^t^^ty, & 
6 4, 6 6, 6 8*5«ti;7 O^ViTn^l^^E^^^y ^0-±;i/5i#:©^ffl e 

7>#3~z h^tt^^f §cD4ote:^^f ^^ey 2u-j-)],m®;(DmmcD^jj 

65 



WO 2005/063981 



PCT/JP2004/019750 



ft. 

8 6. «*iMw*fcMgGTr**, rnxms 5 izmmv^m. 

8 7. t MgG#t HgG4T&£, 8 6 fcE«©#ife. 

8 8. StM07$;K0lM Kabat&fc«k*EM>7 i y£;*fcJ;D 

9 3. B5!#-9139Tasn<5#U^^V'*5 L K«>5^^;i/B3?ll*=i-H 



66 



WO05063981 [fiie:/A\dcwas03\firmdata\lp\FoleyPat 



WO 2005/063981 



PCT/JP2004/019750 



Pa ge 68 of 212 



1 A- 1 



mm 


2105 


KM643-4-11 


F2-103 


110 


KM341-1-19 


1. EPPTACREKQYLI 


16353 


13220 


31427 


13403 


14108 


2. PTACREKQYUNS 


17358 


13220 


39202 


13575 


14194 


3. ACREKQYLINSQC 


20267 


13212 


35911 


13681 


14013 


4. REKQYLJNSQCCS 


17096 


13305 


43762 


13685 




5. KQYLINSQCCSLC 


23249 


13292 


36839 

W WWW W 


13894 


AX77Q 

1 Of l V 


6. YLINSQCCSLCQP 


16140 


13470 


44Q75 






7 INSOCCSLCOPGO 


1 «Jv7 | O 


1^Q0 


w*tO 1 1 




TO/01 


8 SOCCSLCOPGOKL 


lODlrt 


10971 


\J\JHH I 


100 1 6 


13819 


9 CrSLCOPGOKLV^ 


1K51d 




ODOU 1 


1 QC0 1 


13851 


10 SLCOPGOKLVSDP 


f o too 


IOOT4 


04/10 


1 

lo/Uo 


nonce 

13965 


1 1 cnvncfKi v^hptf 

xx* v^v</a vj v^xvxj v oi/L x u 


1 /0l4 


134bU 




10c nn 

1od99 


13781 


1 5 PGOK7 V^HPTPPT 

X £t % i VJV^XVJLi V OXJ\_* x cr X 


Q*l 07f\ 


4 0QOvl 
10004 


OOl77 


1o4d4 


13725 


1^ OKT V^DPTFFTFT 


QftQOC 

yoyzo 


1o4oo 


/tonno 


1 A ft 1 C 

14910 


13875 


T d T V5JDf TPP1 "RTF!" 1 . - 


mo/ / 


l0DO4 


DZOOU 


looy4 


A 0700 

13783 


XJ. kZ>i-/V^ X EiT XX-/ x X3viX-;X 


•1 Aft POO 


13^13 


4^91 b 


1 9C7 1 


13696 


1 16 ptfftftfpt ppg 

XU. ICr XXwXXw^XJT v*>VJ 


T4oyzo 


uoyi 


OQ<17n 


1 ooon 


13824 


17 FFTFTFPI PPGF^I 
x / • JutT x Xi x pvj '.rv^vjx-tO 


HOC OCA 


looyo 


CCCQ7 

oooy / 


1 Qil 9/1 

Io4o4 


A OCOQ 

1oo3o 


Ifi TFTFPLPPGF^FF 

XO. 1 Lj X JCr^X^V^VjCOXiX^ 


/ 1 OUO 


no^yo 


ooon<i 


1 99QQ 

looyo 


13723 


! 1 9 TFPT PPGFSFFI D 


cncitQ 
OUO*tO 


10OH4 


ZiSfol 


19/10 0 


13b 80 


20 CT PPGESFFI DTW 




<t OTOC 
10/ 00 






h OQA7 


21 PCGESEFIJ)TWNR 




lOfiOfi 


/4.007 




•lOQon 

lOOOU 


22 GESEFLDTWNRET 




|*fO ID 


*tOO 1 1 


19.777 


iOQQO 


23 SEFLDTWNRETHC 




IO777 
lOf / f 






looyo 


24 FTJDTWNRETHCHO 


KRQf\0 








A OQ^7 

ioyo/ 


25 DTWNRETHCHOHK 




10067 




1 9QQR 


10707 


26. WNRETHCHOHKYC 


22963 


13843 




IvUv 1 


loco;; 

\ 00*30 


27. RETHCHOHKYCDP 


16522 


13282 


41600 






28. THCHQHKYCDPNL 


25181 


13211 


32264 


13567 


13621 


29. CHQHKYCDPNLGL 


16455 


13300 


34480 


13684 


13671 


30. QHKYCDPNLGLRV 


16627 


13541 


39057 


13461 


13670 


31. KYCDPNLGLRVQQ 


16429 


13491 


46485 


13452 


13779 


32. CDPNLGLRVQQKG 


16877 


13454 


90926 


13293 


13799 


33. PNLGLRVQQKGTS 


18117 


13611 


123330 


13358 


13917 


34. LGLRVQQKGTSET 


22898 


13512 


237353 


13381 


15032 


35. LRVQQKGTSETDT 


24787 


13599 


250401 


13364 


13774 


36. VQQKGTSETDTIC 


28492 


13372 


35303 


13124 


13686 


37. QKGTSETOTICTC 


27724 


13490 


35334 


13298 


13569 


38. GTSETDHCTCEE 


18834 


13340 


29905 


13289 


13525 


39. SETDTICTCEEGW 


16914 


13340 


24871 


13315 


13486 


40. TDTICTCEEGWHC 


17866 


13568 


24475 


13481 


13631 



1/46 



W O0 5063981 ffile:/A\ dcwas03\fir m data \ip\FoleyPat\ Pate nt D ocume nts\WO 05 063981.CPC1 



Page 69 of 212 



WO 2005/063981 



PCT/JP2004/019750 



01A-2 





2105 


KM643-4-1 1 


F2-103 


110 


KM341-1-19 


41 TICTCEEGWHCTS 


18122 


13767 


24169 


luuUt 


RRR70 


42 CTCFEGWHCTSEA 


17485 


18955 




10 1 ou 


7*>914 


4*3 CFFHWHCTSFACF 




41R43 




X006 j 


IDUOO 




177°.** 
1 / / OO 


IOOO 1 




1 Q771 

lull! 




AM WTTPTQF APF«2PVT 






QQH on 


XolVo 


A OCQ7 


A/% PTQB AnJQPVT HP 


A C7QQ 

10 /OO 


A.1AAR 


QQ/IQ7 

oy^y/ 


XOoD? 


13636 


ATI CP A PI7 QP VT TTO QP 


T04Z1 


loooo 


4 none 

4UZUD 




13584 


AQ A PCCPA/T UP CPCD 


15795 


A O A OO 

loloo 


ob7o5 


lobuo 


13575 


AQ PCP17T UT> CPQD^t? 

H-y. HoC VJLrLKoL/OJrUr 


47038 


13504 


41251 


HbUvJ 


13637 




1 7459 




45795 


10/10/1 


13573 


51. LtlKoCoJ^rOVJvy 


a ecor 

16635 


13382 


OOC it A 

88644. 


191 07 

lol87 


13567 




16642 


13339 


AAA A AO 1 

114128 


1 nnnn 

13368 


13623 


53. CSPGFGVKQIAIG 


17457 


13485 


1 1 0624 


13323 


13703 


54. PGFGVKQIATGV5 - 


18818 


13577 


253876 


13234 


13769 


55. FGVKQIATGVSDT 


20521 


13429 


697242 


13178 


13903 


56. VKQIATGVSDTIC 


20855 


13510 


91544 


13176 


13681 


57. QIATGVSDTICEP 


19014 


13523 


40193 


13154 


13575 


58. ATGVSDTICEPCP 


17139 


13526 


38012 


13127 


13599 


59. GVSDHCEPCPVG 


16515 


13508 


31118 


13376 


13571 


y»A pt\' i >yAr?r>Am 7 r-> r ; 1 ' 

60. SD liCEPCPVGFF 


42762 


13590 


25542 


13392 


13534 


61. TICEPCPVGFFSN 


25039 


13366 


27921 


13524 


13783 


*f» /-I'TJTiATlT T/TTTi CXT17C 

62. CEPCrVurrbiNVS 


18141 


13429 


31377 


14364 


13717 


63. PCPVGrFMN YbbA 


20806 


13343 


51411 


1 no A D 

19243 


13979 


/l A TY17/"*T7DC?TVT\7C? Q A T7E7 


95541 


A A CCO 

14553 


1zobb9 




*1 >l COO 

145Z3 


05. UJrroJN VooArliJvu 


57908 


13506 


A>1 A<4 £2 

9401b 


1/100 9 


1o8o1 


(if. T7QXT\/CQ ATTPVPTTP 


00070 


«1 O OCA 


A f\A A QA 


14UD I 


A QCQQ 

looyy 


O / . IN V ooAT JiJV^JXr W 1 


1 Of Uo 


•1 QOQQ 

1 ozyo 


44300 


13D1B 


lOD/D 


fiR <2^AT7FKTTTPWT^P 

Do. OOi*\J7J51VV^XjJr YV I 


i youy 


oy 


077Q/I 




IOCCO 




4R949 


1 000/ 


OOU 1 0 


1 397Q 


1 OOOO 


70 FTCrWPWTSrFTKT) 

/ U. JDXVV^XXr VV J. OV/JD 1 JVJL/ 


1 u 1 cJO 


I 0*TA.O 


°.Q04R 




1°ulP4 


71 rHPWTSrFTKDLV 




I JJUw 






1 OOr O 


72 PWTSCETKDLVVO 


1 vJUUS 


1°.49fi 




n n 47 

106*1 1 




73. TSCETKDLVVQQA 


16454 


13377 


46750 


13228 


13670 


74. CETKDLVVQQAGT 


16875 


13544 


42504 


13185 


13700 


75. TKDLWQQAGTNK 


17357 


14026 


83860 


13184 


13674 


76. DLVVQQAGTNKTD 


17735 


13434 


34853 


13154 


13776 


77. VVQQAGTNKTDW 


17176 


13805 


51573 


13166 


13651 


78. QQAGTNKTDWCG 


15794 


13261 


27337 


13103 


13398 


79. AGTNKTDVVCGPQ 


15793 


13448 


25989 


13304 


13658 


80. TNKTDWCGPQDR 


15114 . 


13481 


24807 


13199 


13767 


81. KTDWCGPQDRLR 


15782 


13328 


35951 


135.48 


14112 


82. DVVCGPQDRLRAL 


16644 


13255 


33393 


13756 


14104 



2/46 



WO05063981 [file: /A\dcwas03\firmda ta\lp \Fole y Pat\PatentDocuments\WOQ5063981 .CPC1 



Page 70 of 212 



WO 2005/063981 PCT/JP2004/0 19750 



0 1 B — 1 





F4-465 


281-1-10 


2B11 


F72 


F76 


4D11 


1. EPPTACREKQYLI 


20561 


4194 


14158 


3965 


3348 


14138 


2. PTACREKQYLINS 


19249 


4141 


14276 


3906 


3420 


14387 


3 ACREKOYLINSOC 


20418 


4221 


14276 


3884 


3300 


14044 


4. RFKOYTJNSOCCS 


20278 


4080 


14214 


3849 


3546 


13956 




19642 


4169 


14082 


3806 


3378 


14443 


A VT TM^HPr'QT POP 




4184 


14231 


4082 


3464 


14432 


n tm , c/"m"V , ct rnpnn 


I t¥fOd. 




13927 j 


OOOD 


3157 


13783 




loU/D 




13748 


3934 


3675 


13471 


n nncr prvBPrtVT xrc 

9. CCai^C^rui^iU^Vo 


20282 




\ODt O 




ooou 


13*131 


10. SlwCQPGQKLVSDC 


20175 


4o41 


1QCOO 


on a a 


3999 


1^3A7 


1 1 . CQruQlsJLV DlJC 1 ii 


22520 






*H 10 


occ c 
OuOO 


1 J0O3 


12. PGQKLVSDCIjEFr 


23688 


4499 


lODlO 


403 Z 


0O6D 


1 OfcoU 


13. QKLVSDCTEFTET 


22029 


4771 


13528 


4294 




IO40U 


14. LVSDCTEFTETEC 


23692 


5212 


13439 


4177 


gem 




15. SDCTEFTETECLP 


25950 


* 4864 


13359 


4095 




1Q977 
IOC/ f 


16. C'l J^ ieiiiCLrCu 


20943 


4906 


A OAOG 

1349b 


«M£J 






17. EFTETECLPCGES 


37123 


4748 


130/1) 


ObOU 




1 TOOO 


18. TETECLPCGESEF 


—.23400 


4807 




OQH4 

ooll 




13808 


19. TECLPCGESlirLD 


21427 


4649 






a £.00 


13566 


20. CIJ'CGESEFLDTW 


18021 


4794 




IQATt 

0C7*HJ 


CQOC 


47209 


21. PCGESEFLJJT WIS K 


26480 


7CCC 


OCOQ7 


0*r» O 




165895 


22. GESEFLJjTWNRBT 


25229 


4906 


OA 4 OA 


/M7 




32083 


nn o'l'iTTT Tsmn rkin T3TT 1/1 

23. SEFLDTWNRETHC 


23274 


5979 




**1O0 


'JUOO 


72724 


24. FLDTWNRETHCHQ 


28280 


19544 


l«£04o9 


HOOD 


fi/ini 

04U1 


336496 


25. DTWNRETHCHQHK 


20114 


4107 








14028 


1^ TlJ r XTT"»T3'TPT_T/""*T_T/*YlJT( r Vr^ 

26. WNR£THCrav£riK I U 


r\A 4iA 


A74A 

4H4 


IDU/ U 


•fill 


qsi a 


25715 


27 RETHCHOHKYCDP 


19452 


4075 


13942 


4000 


3252 


13812 


28. THCHQHKYCDPNL 


18412 


4221 


14203 


3912 


3459 


14295 


29. QHQHKYCDPNLGL 


18890 


4288 


16566 


4025 


3473 


13886 


30. QHKYCDPNLGLRV 


19296 


4313 


| 13580 


4132 


3383 


13355 j 


31. KYCDPNLGLRVQQ 


20430 


4460 


13469 


4254 


3651 


13357 


32. CDPNLGLRVQQKG 


28700 


4570 


! 13568 


5394 


4575 


13336 


33. PNLGLRVQQKGTS 


39822 


5229 


13590 


24278 


6996 


13404 


34. LGLRVQQKGTSET 


52908 


4681 


13651 


7042 


4112 


13400 


35. LRVQQKGTSETDT 


56985 


4376 


13514 


4839 


16679 


13557 


36. VQQKGTSETDTIC 


21684 


4531 


13423 


3960 


3258 


13355 


37. QKGTSETDTICTC 


21838 


4509 


13507 


3975 


3355 


13365 


38. GTSETDTICTCEE 


.21896 


4074 


13348 


3856 


3298 


13453 


39. SETDTICTCEEGW 


18789 


4082 


13377 


3687 


3297 


13606 


40. TDTICTCEEGWHC 


17729 


4187 


13485 


3756 


3638 


19679 



3/46 



WO05063981 f file:/A\dcw a s03\firmdataMp\FoleyPat\PatentDocuments\WO05063981.CPC] 



Page 71 of 212 



WO 2005/063981 PCT/JP2004/019750 



aiB-2 



£911 ' 


F4-465 


281-1-10 


2B11 


F72 


F76 


4D11 


41 TTPTTFRGWHCTS 


22932 


4907 


14559 


4151 




46128 






AAR7 




A(Y77 
t f\Jf f 




14309 


fJ , UTiDU VV JT1L A OCAUD 




*HJf j 




41 1R 


5Q75 


14162 




OQ4A1 


A070 




A 474 
41 f 1 


ooyo 


14APQ 




20999 


4198 


14135 


4318 


04D9 


I4UDO 


4o. CiollALEoCVl-HK 


OACCQ 

20ooo 


4273 


143U1 




ooyo 


1 4.137 


47. SEACESC^OiiRSC 


20792 


4234 


13900 


4122 




4 00*77 

1 dot f 


48. ACESCVjJiRSCSP 


21 81 6 


4179 


13741 


3934 


ococ 


■Id COO 

13539 


49. ESCVLHRSCSPGF 


20599 


4725 


13758 


4141 


do 14 


1300D 


50. CVLHRSCSPGFGV 


19851 


4393 


13533 


4127 


3526 


13320 


51. LHRS CSPGFG VXQ 


23160 


4317 


13486 


4851 


18376 


13355 


52. R5 CSPGFG VKQ1A 


24797 i 


4495 


13728 


5568 


15564 


13375 


53. CSPGFGVKQIATG 


30890 


4962 


13400 


B711 


3383 


13340 


54. PGFGVKQIATGVS 


82448 


5027 


13415 


11404 


4102 


13378 


55. FGVKQIATGVSDT 


126309 


4541 


13423 


4896 


3515 


13474 


56. VKQIATGVSDTIC 


32389 


4361 


13454 


4040 


3278 


13305 


57. QIATGVSDTICEP 


28554 


4308 


13325 


3807 


3318 


13350 


58. ATGVSDTICEPCP 


- J22484 


4176 


13463 


3868 


3241 


13399 


59. GVSDTICEPCPVG 


21417 


4277 


13329 


3584 


3259 . 


13475 


60. SDTICEPCPVGFF 


20192 


4360 


13337 


3725 


3358 


14425 


61. TICEPCPVGFFSN 


25475 


4390 


14453 


4101 


3446 


15502 


62. CEPCPVGFFSNVS 


26387 


4419 


14370 


4434 


3538 


14441 


63. PCPVGFFSNVSSA 


40241 


4468 


14425 


4363 


3409 


14664 


64. PVGFFSNVSSAFE 


27432 


11225 


85432 


4772 


5735 


49493 


65. GFFSNV SS AEBKC 


77408 


4483 


14462 


4173 


3489 


14521 


66. FSNVSSAFEKCHP 


57923 


4088 


14050 


4230 


3296 


13989 I 


67. NVS SAFEKCHPWT 


23154 


4031 


13752 


4025 


3343 


13619 


68. SSAFEKCHPWTSC 


20994 


4170 


13512 


4006 


3419 


13466 




21390 


4490 






OA 10 
O'JIO 


13518 


70. EKCHP WTS CETKD 


19639 


4186 


13571 


3911 


3403 


16038 


71.CHPWTSCETKDLV 


20967 


4216 


13608 


4177 


3489 


13283 


72. PWTSCETKDLWQ 


23271 


| 4300 


| 13420 


4459 


3316 


13507 


73. TSCETKDLVYQQA 


26353 


4690 


13457 


4411 


3496 


13462 


74. CETKDLWQQAGT 


26955 


4517 


13389 


4600 


3403 


13433 


75. TKDLWQQAGTNK 


63164 


6695 


13475 


60382 


7609 


13271 


76. DLWQQAGTNKTD 


25820 


4567 


13537 


4057 


3585 


13328 


77. WQQAGTNKTDW 


28426 


4587 


13372 


4179 


3418 


13309 


78. QQAGTNKTDWCG 


.19474 


4111 


13455 


3709 


3809 


13332 


79. AGTNKTDWCGPQ 


18988 


4188 


13517 


3868 


3231 


13436 


80.TNKTDWCGPQDR 


18178 


4662 


13423 


3654 


4897 


13350 


81. KTDVVCGPQDRLR 


27431 


4208 


13879 


4242 


4238 


13779 


82. DWCGPQDRLRAL 


28872 


4127 


1412B 


4179 


3459 


13855 



4/46 



WO05063981 Ifilei/AydcwasOSVflrmdataMpNFoleyPatXPatentDocumentsWVOQSOeSQSrCPCI 



Page 72 of 212 



WO 2005/063981 



PCT/JP2004/019750 



C7} i — i 

i T 

II — i <>CI 

i — i co O O C3 

LO ^vf i It 1 | | | 

C~*) OO CO ^ i—i i—i pi i pi i p> i 

M M M I I I 



CD 

cd 

CD 




TP. 
0 



0 



0 

/ 



0. 



N OO CO 'sf 1 N i — iOOCO^fi(NO 
^ 1—5 ^ CD CD CD CD 

OSMO 



So 

=1 



5/46 



WO05063981 [file:/A\dcwas03\firmdata\lp\FoleyPat\PatentDocuments\WO05063 981.CPC 1 



WO 2005/063981 



PCT/JP2004/019750 



Page 73 of 212 



y—* CO 



1 — I 

I I 

i — i CO 

LO-h^^^ | | | 

C3> i — i 1 — i CO CD ^ — ipu,pU|pU( 

M M ♦ M I I 



=3 




<2 



0>. 



<2 



<2 



OO CD ^ (M 



(M 

HI 



i — i oo co -sf CZ> 
d o o d 

09WO 



a 

=1 



m 



6/46 



WO05063981 [file:/A\dcwa s0 3\firmdata\lp\FoleyPat\Pat en tD ocum en ts\W O05063981.CPC1 



WO 2005/063981 



PCT/JP2004/019750 



Pag e 74 of 212 



O O O 

LO T—i ~ H III 

f""^ 1—1 CO T— • T— I T— I p> | f"l , p ( 

M M M M I 




<2 



/. 



<2 



bo 



o 



LO 



LO 



LO 



09WO 



7/46 



WO0 5 063981 [ file:/ A\dcw as0 3 \ fi rmd ata\lp\FolevPat\P atent Document s\W OQ5 063981,CPC1 



Page 75 of 212 



WO 2005/063981 



PCT/JP2004/019750 



3 A 



K341G2 



>341G2ser 



1pg/ml 



1 OOng/ml 



1 ng/ml 



0.1ng/ml 




10 w 10' 10' 10* 10 
arrti-hlg6-PE 



10ng/ml § i 



J"li|'l.1lk|lj....| J,,*J 

10 U 10' 10* 10^ io q 
anti-hlg<3-PE 





10 v 10' 10" 10" 10" 1 
anti-hlgG-PE 



10" 10' 10' 10* 10 n 
anti-hlg<3-PE 




10 w 10' 10' 10° 10^ 
anti-hlgG-PE 




10 w 10 1 10* 10 3 10 
anti-blgG-PE 




10° 10 T 10 2 10 3 10 4 
anti-hlgG-PE 




10 v 10 1 10* 10^ 10 
anti-hlgG-PE 



10" 10 1 10* 10^ 10^ 
anti-hlgG-PE 



8/46 



WO05063981 [file /A\dcwas03\firmdata\lp\FoleyPat\PatentDocuments\WO05Q63981 CPCl 



Page 76 of 212 



WO 2005/063981 



PCT/JP2004/019750 



23 B 



1341 G2 



lM9/ml | 




10" 10' NT 10 J 10* 
CD95-PE 



>341 G2ser 




CD95-PE 



10ng/ml o 




10" 10' 10* 10^10^ 
CD95-PE 




10" io' io z 10 3 vr 

CD95-PE 



100ng/m 




10° 10 1 10 2 10 3 10 4 
CD95-PE 




10" 10' 10 £ 10 3 10 
CD95-PE 



1 ng/ml 




Wi J f'J'fli'te jf 

10" 10' 10' 10 3 10 
CD95-PE 




10" 10' 10 2 10 3 10 4 
CD95-PE 



9/46 



WO05063981 [file:/A\dcwas03\firmdata\lp\FoleyPat\PatentDocuments\WO05063981.CP C ] 



WO 2005/063981 



PCT/JP2004/019750 



Pag e 77 of 21 2 



=1 




CO 

bo 

I 

bo 



o o o o o o o 



o lo o lo 

CO CO M (N rH 



LTD 



CO T- O CO 

• •aft 

r- CD 00 If) 



O) 



00 10 
CM 



■ i— 

So 

is 



o o 
o a> 



CO CO 

< < 

X X 

I I 

o a 

O) o> 



<! 



10/46 



WO 2005/063981 



PCT/JP2004/019750 




WO05063981 [file:/A\dcwas03\firmdataMp\FoleyPat\PatentDocuments\WO05063981.CPC] 



Page 79 of 212 




12/46 



WO05063981 [file:/A\dcwas03\firmdata\lp\FoleyPat\PatentDocuments\WO05063981.CPCl 



Page 80 of 212 




13/46 



WO05063981 [file:/A\dcwasQ3\firmdata\lp\FoleyPat\PatentDocuments\WO05063981.CPC1 



Page 81 of 212 




14/46 



WO0506 3981 [file:/A\dcwas03\firmdata\lp\FoleyPat\PatentDocuments\WO05063981.CPC1 



WO 2005/063981 



PCT/JP2004/019750 



Page 82 of 212 




15/46 



WO05063981 [file : /A\dcwas0 3\firmdata\l p\Fo ley Pat\PatentDocuments\WO 05 063981.CPC1 



Page 83 of 212 



WO 2005/063981 PCT/JP2004/019750 




svirtop avmoo smoo siumo 




16/46 



WO05063981 [fite:/A\dcwas03\firmdata\ip\FoleyPat\PatentDocuments\WO05063981.CPCl 



Page 84 of 212 



WO 2005/063981 



PCT/JP2004/019750 



CM 
I 

< 

CD 



LO 

o 



D 










^2 





001 0 



001 0 
s)uno^ 





001 0 001 0 














b 









001 0 




001 0 

I 

C 

o 
o 




17/46 



wgo^ 



WO 2005/063981 



PCT/JP2004/019750 



Page 85 of 212 




18/46 



WO05Q63981 [file:/A\dcwas03\firmdata\lp\FoleyPat\PatentDocuments\WO05063981.CPC1 



Pa ge 86 of 212 




WOQ5Q63981 [fil e :/A\dcwas03\firmdata\lp\Fol e yPat\PatentDocu me nt s\WO 05 0 63981.CPCl 



WO 2005/063981 



PCT/JP2004/019750 



Page 8 7 of 212 



El 7 A 

F72 




antf-hlg<3-PE 



F72G2 




anti-hlgG-PE 




antMilgG-PE 



20/46 



WO05063981 [file:/A\dcwas03\firmdata\lp\FoleyPat\PatentDocu me ntsWVOQ 5063981 .C PC] 



WO 2005/063981 



PCT/JP2004/019750 



Page 88 of 212 



El 7 B 

F72 




anti-hCD95-PE 



F72G1 




aMi-hCD95-PE 




anti-hCD95-PE 




anti-hCD95-PE 



21/46 



WO05Q63981 [file:/A\dcwas03\firmdata\lp\FoleyPat\PatentDocu m ents\WO05063981 .CPC| 



Page 89 of 212 



WO 2005/063981 



PCT/JP2004/019750 



8 A 



I4D11 Gl 



4D11G4 



1|jg/ml 



1 ng/ml 




10° 10 1 HT 10 J 10* 



anti-hlgG-PE 



100ng/ml 1 j 




-1 .,„,,■,;... 

10 u 10' lO'' 10 J 10* 
anti-hlgG-PE 



10ng/ml f 




10 u 10 1 1<T 10° 1(T 
anti-hlg<3-PE 




io v 10* icr 10* NT 

anti-htgG-PE 



0.1 ng/ml § 




1 




10 v 10 1 10* 10° 10 
antf-hlgG-PE 




10" 10' 10* 10° 10 
anti-hlgG-PE 




10" 10 1 10* 10° 10 
anti-hlgG-PE 



<3 J 




anti-hlgG-PE 



3 




10 v 10 1 10* 10° 10 
anti-hlgG-PE 



22/46 



WO05063981 f file:/A \ dcwas03Vfi rmd ata\l p\F oieyPat\PatentDocuments\WO05063981.CPC l 



Pag e 90 of 2 12 



WO 2005/063981 



PCT/JP2004/019750 



118 B 



I4D11G1 




io w io' io' i<r io n 

CD95-PE 



I4D11G4 




10° 10 1 10 2 10 3 10 4 
CD95-PE 



100ng/ml g 1 




10 w 10' 1<f 10 10 
CD95-PE 




10 u 10' 10* IO'* W 
CD95-PE 



10ng/ml | \ 




10 u 10' 10* 10 J 10 
CD95-PE 




10 u 10 1 10 W MT 
CD95-PE 



lng/ml g 




10 v 10' 10' 10° 10 
CD95-PE 




10 u 10' 10' 10* 10" 
CD95-PE 



23/46 



WQ05063981 [fite:/A\dcwas03\ fi rm d ata\lp\FoleyPat\Paten t Do c u me nts\WO05063981.CPC1 



Pa ge 91 of 212 



WO 2005/063981 PCT/JP2004/0 19750 




CZ) LO LO CD LO (ZD LO CD 

^ CO CO CVJ CO — I i — i 




24/46 



WO05063981 [ fiie: /AVdcwas03\firm data\ lp\FoleyPat\Patent Documen ts\WO05 063981.CPC ] 



Page 92 of 212 




25/46 



WOQ5063981 [file:/A\dcwas03\firmdata\lp\FoleyPat\PatentDocuments\WO05063981.CPC1 



WO 2005/063981 



PCT/JP2004/019750 



Page 93 of 212 




26/46 



WO05063 981 [ file:/A\dcwa s 03\firmdata\ l p\FolevPat\PatentDocuments\WO05063981.CPC] 



Page 94 of 212 



WO 2005/063981 



PCT/JP2004/019750 




< 

M 



o 



o 



8 



o 

I 



O 

I 



CO 

u 



8 

CO 

o 

I 

a 

5 

GO 



27/46 



W O05063 9 81 [file:/A\dcwas03\firmdala\lp\FoleyPat\Paie ntDo cum e nts\WO05063981.CPCl 



Page 95 of 212 



WO 2005/063981 



PCT/JP2004/019750 



PQ 




9 

PL. 

3 



o 



8 



CO 

U 



CO 

CM 

o 

I 

1—1 
CO 

W 

s 

CO 



WO05063981 [file:/A\dcwas03\fiirndata\lp\FoleyPat\PatentDocuments\W O050 63981.CPg 



Page 96 of 212 




29/46 



WO050 63 981 [file:/A\dcwas03\ flrmdat a\lp\FoleyPat\PatentDocuments\WO050639 81.CPC1 



WO 2005/063981 



PCT/JP2004/019750 



Pa ge 97 of 212 











>> 




cd 








□ 


■ 




00T 
dWI8Z 



05 mm 



001 
3dWT8Z 



001 



OS 



00T 



ooi 



CO 

M 



CD CD 
CD CD 
CO LO 



CD 
CD 



CD 

CO 



CD 



30/46 



WOQ5Q63981 [file:/A\dcwas03\fir m data\lp\FoleyPat \ Pa te nt D ocuments\WO05063981 .CPC] 



WO 2005/063981 



P a ge 98 of 212 

PCT/JP2004/019750 











>» 


*>> 




cd 






□ 


■ 



PQ 




Oinfl) PI 

31/46 



WO0 5 063 981 Ffile:/A\dcwas03\firmdataMp\F o lev Pat\ Pat entD ocuments\WO05063981.CPC1 



Page 99 of 212 



WO 2005/063981 



PCT/JP2004/019750 



CO 




i — i 


>» 


>» 






cd 


s5 








□ 


0 


■ 






1 
I 




! \r 




H 



OO 
CO 



Ph 



I 



to 



Ph 

O CD 

I CD 



Ph 



oo 



CD 



CD 



oo 



03 



32/46 



WO0506398 1 [fiie:/A\d c was03\firmdata\l p\ FoleyPat\PatentDocuments\WO0506398rCPC] 



Page 100 of 212 




33/46 



WO0506.3981 Pe /A\dcwa s03\flrmdata\ip \Fo>evPat\PatentDocuments\WO05063981 .CPC1 



Page 101 of 212 



WO 2005/063981 



PCT/JP2004/019750 




34/46 



WO05063981 ffi(e:/A\dcwas03\firm^ 



WO 2005/063981 



PCT/JP2004/019750 



Page 10 2 of 212 




WOQ5063981 [file:/A\dcwas03\firmdata\lp\FoleyPat\PatentDocuments\WO05063981 .CPC] 



WO 2005/063981 



PCT/JP2004/019750 



Page 1 03 of 212 



O tH CSI CO ^ 



oo 



IS 

n 

K 
IT 



K 

1® 



■E 



(30 



St 62) 

a. 



o 
o 



o 
vo o 



O hNW 



8 



r- o m 
vq p co 

o *h co co 




ft 



o o 
o vo vo S 

OO'Oh 



o o q 
p vq p 5 

O O r-4 H 



o i-h m 2 




II 



o o co i> 
o o cn vo 
dodo 



o o t> o 
o o vo o 
oooh 



mi 

Jf5 J& 55 
O -h cn 2 



vo 
d 



O 



i * 
f « 

Ji £ 

?a 8 

PS tg 

2 

^ a 
aw Jii 

T$ -J W E3 J?C Ha 



*» ^ 
Si 38 



36/46 

X. M m («6) 



WO05063981 [file:/A\dcwas0 3 \fifmdata\lp\ F oleyPat\PatentDocuments\WO05063981.CPCl 



Pag e 104 of 2 12 



WO 2005/063981 



PCT/JP2004/019750 



$5 

■K 



oo 



m 

G 

m 



co 



cs 



00 



o 
o 

00 

8 



goo 

o "5 
g >n <N 



goo 

§88 

X r-H IT) 

R «n <n 



goo 
2 o o 



o o 
o o 

CS VO 



o 


8 


o 






o 


00 


ON 


00 


CO 


VO 


<N 


ON 


ON 






o o o 



o o 



o o o 



h c) cn 



t> o 

VO <N 
00 ON 

CO vo 
ON ON 



o o 
vo c5 

00 ON 

co vo 

ON ON 



CO O 

co vo 

ON ^fr 
VO 00 



CO vo 

co as 
m vo 
oo co 



o o 



o o 



i p 



o 
o 
oo 



o 
o 
oo 

(SI 



8 gS 

vr> ^ ro 



o 


o 


CO 


vo 






CO 


ON 






m 


vo 


vo vo 


oo 


CO 



o 


o 


CO 


vo 


o 


o 


CO 


ON 




^J- 


m 


vo 


vo 


vo 


00 


CO 



o 


o 


CO 


in 






CO 


ON 






vo 


vo 


vo 


VO 


oo 


CO 



CO 



O O O 



o o o 



o o o 



o o o 



vo vo 



o o o 



o o o 



o o o 



CO IT) 
CO O 



r- vo 

VO *— i 

CS tH 



o o 



o o 



o o 



|q 



! 



o o o 



o o o 



o o o 



o o o 



o o o 



oo on 



o o 



o o 



o o 



o o 



o o 



o o 



o o 



o o 



8 q 



37/46 



WO05063981 [file:^ 



Page 105 of 212 



WO 2005/063981 



PCT/JP2004/019750 



^5 



-K 



m 

« 
ar|> 

ft 
H 



cn 



O 

o 



CM 



00 



O O O 

o o o 
^ vo vo 

\Ohh 



o o o 
o o o 
vo vo 

VO y— i h 



O O O 

O O O 

^ vo 

VO rH r-H 



IS 



life 



o ° 
o o 

00 ^> 



cn on 
cn cm 

ON O 



O i-H 
CO CM 



O i-H 

cn CM 



O i-H 

cn cm 



o 


o 


O 




CM 








vo 


CM 




2 


3 


00 


CM 


cn 


r-H 


T— 1 


i— i 



o o o 



o o o 



o o o 



rn cm cn 



o 

o o o 
oo 



o 

K> © o 
oo 



808 

^ 00 



o o 



o o 



o o 



o o 



OO 



o o o 



o o o 



o o o 



o o o 



^ m \o 



t> CM 

vo vo 

CM 



t> CM 

vo vo 

CM ^ 



S3 



cm 

- VO 



8 



o o 



o o 



o o 



o o 



CO Q 



o o o 



o o o 



o o o 



o o o 



o o o 



o o o 



o o. o 



o o o 



oo on 



o o 



o o 



o o 



o o 



o o 



o o 



© o 



o o 



i Q 



i 



38/46 



WOQ5063981 [file:/AVdcwas03\firmdata\lp\FoleyPat\PatentDocuments\WO05063981 . C PC ] Pag e 10 6 of 212 



WO 2005/063981 PCT/JP2004/0 19750 



2 OA 




39/46 



WO050 63981 ffile:/A\dc was0 3\nrrndata\lp\FolevPat\PatentDocu ments\WO05063 981.CPC1 



WO 2005/063981 



PCT/JP2004/019750 



Page 107 of 212 



02 OB 



100 r 




5C8 4D1 1 



40/46 



W O0506398 1 [fiie:/A\dcwas03\fir mdata\fp \FoleyPat\PatentDoc umen t s \ WO05063981 CPC1 



Page 108 of 212 



WO 2005/063981 



PCT/JP2004/019750 











J— 1 






















o 






♦ 


■ <« 


X 



CO 



CO 



tin 



CDooco^rc^acDooco^oa 



41/46 



WO05063981 [file:/A\dc w as03\firm d a t a \l p\FoleyPat\Pate nt D oc utTiefits\WO0506398 1.C PCl 



Page 109 of 212 



WO 2005/063981 



PCT/JP2004/019750 




O 

o 



o 

00 



o 

CD 



O 
XT 



O 
CM 



CM 



10 

CM 

CN 
CO 
CN 
CM 
CM 

CM 
O 
CM 

00 

00 

I s - 

CD 

CO 
CM 

T — 

o 
o> 

CO 
I s - 
CD 
LO 

CO 
CM 



en 



(%) $ 



Mi 



42/46 



WO050639^ Page 1 1 0 of 2 1 2 



WO 2005/063981 PCT/JP2004/019750 



112 3 



Ramos 



12000 




CO 

E 
E 



$j« 6000 
d4 



Isotype 
Control 

341G2Ser 



(0) 



43/46 



WO0 5063981 [file:/A\dcwasQ3\firmdata \l p\FoleyPat\Patent Documents\WO05063981 .CPC1 Page 1 1 1 of 2 1 2 



WO 2005/063981 PCT/JP2004/0 19750 



2 4 




44/46 



WO05063981 ffi te : /A\dcwas03\firmdata \l p\FoleyPat\PatentDocuments\WO05063981,CPCl 



Pag e 112 of 212 



WO 2005/063981 



PCT/JP2004/019750 



2 5 



Hs 766T 



500 




15 20 25 30 



35 



Isotype 
Control 

341G2Ser 



.45/46 



WO 0 50639 81 [fiiei/AVdcwasOSVfirm dataM pXFoleyP atVPatentDocum entsVWOOSOSS Q SI.CPC] 



Page 113 of 212 



WO 2005/063981 



PCT/JP2004/019750 



2 6 



Capan-2 



400 



300 



CO 

E 

s 

j£ 200 



100 -— : 




-O-hlgG 100 

-B-341G2Ser 

10#g/ml 

^-341G2Ser 
100jt/g/ml 



10 



15 20 25 30 
MfMt* (B) 



35 



46/46 



WO05063981 f file:/A\dcwas03\nrmdata \ lp\FoleyPat\PatentDocuments\WO05063981.CPC1 



WO 2005/063981 



PCT/JP2004/019750 



Page 114 of 212 



SEQUENCE LISTING 

<110> KIRIN BEER KABUSHIKI KAISHA 

<120> A mutant of anti CD40 antibody 

<130> PH-2356-PCT 

<140> 
<141> 

<150> JP 2003-431408 
<151> 2003-12-25. 

<160> 142 

<170> Patentln Ver. 2. 1 

<210> 1 
<211> 175 
<212> PRT 
<213> Homo sapiens 

<400> 1 

Glu Pro Pro Thr Ala Cys Arg Glu Lys Gin Tyr Leu lie Asn Ser Gin 
15 10 15 

Cys Cys Ser Leu Cys Gin Pro Gly Gin Lys Leu Val Ser Asp Cys Thr 
20 25 30 
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Glu Phe Thr Glu Thr Glu Cys Leu Pro Cys Gly Glu Ser Glu Phe Leu 
35 40 45 

Asp Thr Trp Asn Arg Glu Thr His Cys His Gin His Lys Tyr Cys Asp 
50 55 60 

Pro Asn Leu Gly Leu Arg Val Gin Gin Lys Gly Thr Ser Glu Thr Asp 
65 70 75 80 

Thr lie Cys Thr Cys Glu Glu Gly Trp His Cys Thr Ser Glu Ala Cys 
85 90 95 

Glu Ser Cys Val Leu His Arg Ser Cys Ser Pro Gly Phe Gly Val Lys 
100 105 110 

Gin lie Ala Thr Gly Val Ser Asp Thr He Cys Glu Pro Cys Pro Val 
115 120 125 

Gly Phe Phe Ser Asn Val Ser Ser Ala Phe Glu Lys Cys His Pro Trp 
130 135 140 

Thr Ser Cys Glu Thr Lys Asp Leu Val Val Gin Gin- Ala Gly Thr Asn 
145 150 155 160 

Lys Thr Asp Val Val Cys Gly Pro Gin Asp Arg Leu Arg Ala Leu 
165 170 175 



<210> 2 
<211> 39 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
<400> 2 

atatgctagc accaagggcc catcggtctt ccccctggc 39 

<210> 3 
<211> 38 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
<400> 3 

atatggatcc tcatttaccc ggagacaggg agaggctc 38 



<210> 4 
<211> 40 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
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<400> 4 

atatgctagc accaagggcc catcggtctt ccccctggcg 



40 



<210> 5 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence .'Synthetic DNA 
<400> 5 

gttttctcga tggaggctgg gaggcc 26 

<210> 6 
<211> 38 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 6 ' 

atatggatcc tcatttaccc ggagacaggg agaggctc 38 

<210> 7 
<211> 26 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
<400> 7 

ggcctcccag cctccatcga gaaaac 26 

<210> 8 
<211> 36 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 8 

atatggatcc tcatttaccc ggagacaggg agaggc 36 



<210> 9 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
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<400> 9 

aggggtccgg gagatcatga gagtgtcctt 30 



<210> 10 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
<400> 10 

aaggacactc tcatgatctc ccggacccct 30 



<210> 11 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
<400> 11 ' 

tgatcatacg tagatatcac ggc 23 



<210> 12 
<211> 23 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
<400> 12 

tgatcatacg tagatatcac ggc 23 



<210> 13 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
<400> 13 

gggtacgtcc tcacattcag tgatcag 27 

<210> 14 
<211> 39 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
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<400> 14 

tttgcgctca actgtcttgt ccaccttggt gttgctggg 39 

<210> 15 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
<400> 15 

tgatcatacg tagatatcac ggc 23 

<210> 16 
<211> 36 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 16 ' 

acagttgagc gcaaatgttg tgtcgagtgc ccaccg 36 



<210> 17 
<211> 27 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
<400> 17 

gggtacgtcc tcacattcag tgatcag 27 



<210> 18 
<211> 31 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
<400> 18 

ggtgttgctg ggcttgtgat ctacgttgca g . 31 



<210> 19 
<211> 31 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
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<400> 19 

ctgcaacgta gatcacaagc ccagcaacac c 31 

<210> 20 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
<400> 20 

tgatcatacg tagatatcac ggc 23 

<210> 21 
<211> 27 
<212> DNA .. 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 21 

gggtacgtcc tcacattcag tgatcag 27 

<210> 22 
<211> 31 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
<400> 22 

ggtgttgctg ggcttgtgat ctacgttgca g 31 



<210> 23 
<211> 31 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
<400> 23 

ctgcaacgta gatcacaagc ccagcaacac c 31 

<210> 24 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
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<400> 24 ' 

tgatcatacg tagatatcac ggc 

<210> 25 
<211> 27 
<212> DNA 
<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 25 

gggtacgtcc tcacattcag tgatcag 27 

<210> 26 
<211> 32 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
<400> 26 ' 

cacaacattt ggactcaact ctcttgtcca cc 32 



PCT/JP2004/019750 



23 



<210> 27 
<211> 32 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
<400> 27 

ggtggacaag agagttgagt ccaaatgttg tg 32 



<210> 28 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 28 

tgatcatacg tagatatcac ggc 23 



<210> 29 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
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<400> 29 

gggtacgtcc tcacattcag tgatcag 27 

<210> 30 
<211> 34 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:Synthetic DNA 
<400> 30 

ggcacggtgg gcatggggga ccatatttgc gctc 34 

<210> 31 
<211> 34 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
<400> 31 ' 

gagcgcaaat atggtccccc atgcccaccg tgcc 34 



<210> 32 
<211> 23 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
<400> 32 

tgatcatacg tagatatcac ggc 23 

<210> 33 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
<400> 33 

gggtacgtcc tcacattcag tgatcag 27 



<210> 34 
<211> 39 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 

15/88 



W O 0 5 063981 [ fi le:/A\dcwas03\firmdata\lp\ Fole yPat\PatentDocufnents\WO05063981.CPC1 



Page 129 of 212 



WO 2005/063981 



PCT/JP2004/019750 



<400> 34 

gaagactgac ggtcccccca ggaactctgg tgctgggca 



39 



<210> 35 
<211> 39 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 



<400> 35 

tgcccagcac cagagttcct ggggggaccg tcagtcttc 



39 



<210> 36 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 



<400> 36 

tgatcatacg tagatatcac ggc 



23 



<210> 37 
<211> 1480 
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<212> DNA 

<213> Homo sapiens 



<400> 37 

gtcgacgctg aattctggct gaccagggca 
cttcctcatc ttcctgcccg tgctgggcct 
gcagcagtca ggtccaggac tggtgaagcc 
ctccggggac agtgtctcta gcaacagtgc 
gagagacctt gagtggctgg gaaggacata 
aggatctgtg aaaagtcgaa taatcatcaa 
gcagctgaac tctgtgactc ccgaggacac 
gctgggaggg gattacccct actactacag 
caccgtctct tcagcctcca ccaagggccc 
gagcacctcc gagagcacag cggccctggg 
ggtgacggtg tcgtggaact caggcgctct 
cctacagtcc tcaggactct actccctcag 
cggcacccag acctacacct gcaacgtaga 
gacagttgag cgcaaatgtt gtgtcgagtg 
accgtcagtc ttcctcttcc ccccaaaacc 
tgaggtcacg tgcgtggtgg tggacgtgag 
gtacgtggac ggcgtggagg tgcataatgc 
cagcacgttc cgtgtggtca gcgtcctcac 
ggagtacaag tgcaaggtct ccaacaaagg 
caaaaccaaa gggcagcccc gagaaccaca 
gatgaccaag aaccaggtca gcctgacctg 
cgccgtggag tgggagagca atgggcagcc 
gctggactca gacggctcct tcttcctcta 
gcagcagggg aacgtcttct catgctccgt 
gcagaagagc ctctccctgt ctccgggtaa 



gccaccagag 


ctccagacaa 


tgtctgtctc 


60 


cccatggggt 


gtcctgtcac 


aggtccaact 


120 


ctcgcagacc 


ctctcactca 


cctgtgccat 


180 


tacttggaac 


tggatcaggc 


agtccccatc 


240 


ctacaggtcc 


aagtggtatc 


gtgattatgt 


300 


cccagacaca 


tccaacaacc 


agttctccct 


360 


ggctatatat 


tactgtacaa 


gagcacagtg 


420 


tatggacgtc 


tggggccaag 


ggaccacggt 


480 


atcggtcttc 


cccctggcgc 


cctgctccag 


540 


ctgcctggtc 


aaggactact 


tccccgaacc 


600 


gaccagcggc 


gtgcacacct 


tcccagctgt 


660 


cagcgtggtg 


accgtgccct 


ccagcaactt 


720 


tcacaagccc 


agcaacacca 


aggtggacaa 


780 


cccaccgtgc 


ccagcaccac 


ctgtggcagg 


840 


caaggacacc 


ctcatgatct 


cccggacccc 


900 


ccacgaagac 


cccgaggtcc 


agttcaactg 


960 


caagacaaag 




agcagttcaa 


1020 


cgttgtgcac 


caggactggc 


tgaacggcaa 


1080 


cctcccagcc 


cccatcgaga 


aaaccatctc 


1140 


ggtgtacacc 


ctgcccccat 


cccgggagga 


1200 


cctggtcaaa 


ggcttctacc 


ccagcgacat 


1260 


ggagaacaac 


tacaagacca 


cacctcccat 


1320 


cagcaagctc 


accgtggaca 


agagcaggtg 


1380 


gatgcatgag 


gctctgcaca 


accactacac 


1440 


atgaggatcc 






1480 
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<210> 38 
<211> 474 
<212> PRT 

<213> Homo sapiens 
<400> 38 

Met Ser Val Ser Phe Leu He Phe Leu Pro Val Leu Gly Leu Pro Tip 
15 10 15 

Gly Val Leu Ser Gin Val Gin Leu Gin Gin Ser Gly Pro Gly Leu Val 
20 25 30 

Lys Pro Ser Gin Thr Leu Ser Leu Thr Cys Ala He Ser Gly Asp Ser 
35 40 45 

Val Ser Ser Asn Ser Ala Thr Trp Asn Trp He Arg Gin Ser Pro Ser 
50 55 60 

Arg Asp Leu Glu Trp Leu Gly Arg Thr Tyr Tyr Arg Ser Lys Trp Tyr 
65 70 75 80 

Arg Asp Tyr Val Gly Ser Val Lys Ser Arg He He He Asn Pro Asp 
85 90 95 

Thr Ser Asn Asn Gin Phe Ser Leu Gin Leu Asn Ser Val Thr Pro Glu 
100 . 105 110 

Asp Thr Ala He Tyr Tyr Cys Thr Arg Ala Gin Trp Leu Gly Gly Asp 

115 120 125 
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Tyr Pro Tyr Tyr Tyr Ser Met Asp Val Trp Gly Gin Gly Thr Thr Val 
130 135 140 

Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala 
145 150 155 160 

i 

Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu 
165 170 175 

Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly 
180 185 190 

Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gin Ser Ser 
195 200 205 

Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe 
210 215 220 

Gly Thr Gin Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr 
225 230 235 240 

Lys Val Asp Lys Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro Pro 
245 250 255 

Cys Pro Ala Pro Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro 
260 . 265 270 

Lys Pro Lys Asp Thr Leu Met lie Ser Arg Thr Pro Glu Val Thr Cys 
275 280 285 
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Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gin Phe Asn Trp 
290 295 300 

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu 
305 310 315 320 

Glu Gin Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val 
325 330 335 

His Gin Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn 
340 345 350 

Lys Gly Leu Pro Ala Pro He Glu Lys Thr He Ser Lys Thr Lys Gly 
355 360 365 

Gin Pro Arg Glu Pro Gin Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu 
370 375 380 

Met Thr Lys Asn Gin Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr 
385 390 395 400 

Pro Ser Asp He Ala Val Glu Trp Glu Ser Asn Gly Gin Pro Glu Asn 
405 410 415 

Asn Tyr Lys Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe 
420 . 425 430 

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gin Gin Gly Asn 

435 440 445 

20/88 



WO05063981 [ file:/A\dcwas03Vfirmdata \l p\FoleyPat\PatentDocuments\WO05063981.CPC 1 



WO 2005/063981 



PCT/JP2004/019750 



Page 134 of 212 



Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr 
450 455 460 

Gin Lys Ser Leu Ser Leu Ser Pro Gly Lys 
465 470 



<210> 39 
<211> 406 
<212> DNA 
<213> Homo sapiens 

<400> 39 

actgctcagt taggacccag agggaaccat ggaagcccca gctcagcttc tcttcctcct 60 
gctactctgg ctcccagata ccaccggaga aattgtgttg acacagtctc cagccaccct 120 
gtctttgtct ccaggggaaa gagccaccct ctcctgcagg gccagtcaga gtgttagcag 180 
ctacttagcc tggtaccaac agaaacctgg ccaggctccc aggctcctca tctatgatgc 240 
atccaacagg gccactggca tcccagccag gttcagtggc agtgggtctg ggacagactt 300 
cactctcacc atcagcagcc tagagcctga agattttgca gtttattact gtcagcagcg 360 
tagcaacact ttcggccctg ggaccaaagt ggatatcaaa cgtacg 406 

<210> 40 
<211> 126 
<212> PRT 
<213> Homo sapiens 

<400> 40 

Met Glu Ala Pro Ala Gin Leu Leu Phe Leu Leu Leu Leu Trp Leu Pro 
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15 10 15 

Asp Thr Thr Gly Glu He Val Leu Thr Gin Ser Pro Ala Thr Leu Ser 
20 25 30 

Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gin Ser 
35 40 45 

Val Ser Ser Tyr Leu Ala Trp Tyr Gin Gin Lys Pro Gly Gin Ala Pro 
50 55 60 

Arg Leu Leu He Tyr Asp Ala Ser Asn Arg Ala Thr Gly He Pro Ala 
65 70 75 80 

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr He Ser 
85 90 95 

Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gin Gin Arg Ser 
100 105 110 

Asn Thr Phe Gly Pro Gly Thr Lys Val Asp He Lys Arg Thr 
115 120 125 

<210> 41 ' 
<211> 508 
<212> DNA 
<213> Homo sapiens 

<400> 41 
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ctgaacacag 


acccgtcgac 


tcccaggtgt 


ggactcacca 


tggagttggg 


actgagctgg 


cagtgtgaag 


tgcagctggt 


ggagtctggg 


agactctcct 


gtgcagcctc 


tggattcacc 


caagctccag 


ggaagggcct 


ggagtgggtc 


gtgcatgcgg 


actctgtgaa 


gggecgatte 


ctgtatctgc 


aaatgaacag 


tctgagagct 


gataggctat 


ttcggggagt 


taggtactac 


gtcaccgtct 


cct cage tag 


caccaagg 



ttccattcag tgatcagcac tgaacacaga 60 
attttccttt tggctatttt aaaaggtgtc 120 
ggaggcttgg tacagectgg caggtccctg 180 
tttgatgatt atgecatgea ctgggtccgg 240 
tcaggtatta gttggaatag tggtagcttg 300 
accatctcca gagacaaege caagaactcc 360 
gaggacaegg ccttgtatta ctgtgcaaga 420 
ggtatggacg tetggggeca agggaccacg 480 

508 



<210> 42 
<211> 146 
<212> PRT 
<213> Homo sapiens 

<400> 42 

Met Glu Leu Gly Leu Ser Tip He Phe Leu Leu Ala He Leu Lys Gly 
15 10 15 

Val Gin Cys Glu Val Gin Leu Val Glu Ser Gly Gly Gly Leu Val Gin 
20 25 30 

Pro Gly Arg Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 
35 40 45 

Asp Asp Tyr Ala Met His Trp Val Arg Gin Ala Pro Gly Lys Gly Leu 
50 55 60 

Glu Trp Val Ser Gly He Ser Trp Asn Ser Gly Ser Leu Val His Ala 
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65 70 75 80 

Asp Ser Val Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ala Lys Asn 
85 90 95 

Ser Leu Tyr Leu Gin Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Leu 
'100 105 110 

Tyr Tyr Cys Ala Arg Asp Arg Leu Phe Arg Gly Val Arg Tyr Tyr Gly 
115 120 125 

Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser Ala Ser 
130 135 140 

Thr Lys 
145 



<210> 43 
<211> 414 
<212> DNA 

<213> Homo sapiens 
<400> 43 

ctgctcagtt aggacccaga gggaaccatg 
ctactctggc tcccagatac caccggagaa 
tctttgtctc caggggaaag agccaccctc 
tacttagcct ggtaccaaca gaaacctggc 
tccaacaggg ccactggcat cccagccagg 
actctcacca tcagcagcct agagcctgaa 



gaagccccag ctcagcttct cttcctcctg 60 

attgtgttga cacagtctcc agccaccctg 120 

tcctgcaggg ccagtcagag tgttagcagc 180 

caggctccca ggctcctcat ctatgatgca 240 

ttcagtggca gtgggtctgg gacagacttc 300 

gattttgcag tttattactg tcagcagcgt 360 
24/88 
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agccactggc tcactttcgg cggggggacc aaggtggaga tcaaacgtac ggtg 414 

<210> 44 
<211> 129 
<212> PRT 
<213> Homo sapiens 

<400> 44 

Met Glu Ala Pro Ala Gin Leu Leu Phe Leu Leu Leu Leu Tip Leu Pro 
15 10 15 

Asp Thr Thr Gly Glu He Val Leu Thr Gin Ser Pro Ala Thr Leu Ser 
20 25 30 

Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gin Ser 
35 40 45 

Val Ser Ser Tyr Leu Ala Trp Tyr Gin Gin Lys Pro Gly Gin Ala Pro 
50 55 60 

Arg Leu Leu He Tyr Asp Ala Ser Asn Arg Ala Thr Gly He Pro Ala 
65 70 75 80 

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr He Ser 
85 90 95 

Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gin Gin Arg Ser 
100 105 110 
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His Trp Leu Thr Phe Gly Gly Gly Thr Lys Val Glu He Lys Arg Thr 
115 120 125 



Val 



<210> 45 
<211> 462 
<212> DNA 

<213> Homo sapiens 
<400> 45 

atatgtcgac gagtcatgga tctcatgtgc 
ctgctggtgg cggctcccag atgggtcctg 
ggactactga agccttcgga gaccctgtcc 
agcagtcctg gttactacgg gggctggatc 
attgggagta tctataaaag tgggagcacc 
accatatccg tagacacgtc caagaaccag 
gcagacacgg ctgtgtatta ctgtacgaga 
ccctggggcc agggaaccct ggtcaccgtc 



aagaaaatga agcacctgtg gttcttcctc 60 
tcccagctgc agctgcagga gtcgggccca 120 
ctcacctgca ctgtctctgg cggctccatc 180 
cgccagcccc cagggaaggg gctggagtgg 240 
taccacaacc cgtccctcaa gagtcgagtc 300 
ttctccctga agctgagctc tgtgaccgcc 360 
cctgtagtac gatattttgg gtggttcgac 420 
tcctcagcta gc 462 



<210> 46 

<211> 149 

<212> PRT 

<213> Homo sapiens 



<400> 46 

Met Asp Leu Met Cys Lys Lys Met Lys His Leu 
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15 10 15 

Leu Val Ala Ala Pro Arg Tip Val Leu Ser Gin Leu Gin Leu Gin Glu 
20 25 30 

Ser Gly Pro Gly Leu Leu Lys Pro Ser Glu Thr Leu Ser Leu Thr Cys 
35 40 45 

Thr Val Ser Gly Gly Ser He Ser Ser Pro Gly Tyr Tyr Gly Gly Tip 
50 55 60 

lie Arg Gin Pro Pro Gly Lys Gly Leu Glu Tip lie Gly Ser He Tyr 
65. .70 75 80 

Lys Ser Gly Ser Thr Tyr His Asn Pro Ser Leu Lys Ser Arg Val Thr 
85 90 95 

lie Ser Val Asp Thr Ser Lys Asn Gin Phe Ser Leu Lys Leu Ser Ser 
100 105 110 

Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Thr Arg Pro Val Val 
115 120 125 

Arg Tyr Phe Gly Tip Phe Asp Pro Tip Gly Gin Gly Thr Leu Val Thr 
130 ' 135 140 

Val Ser Ser Ala Ser 
145 
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<210> 47 
<211> 448 
<212> DNA 

<213> Homo sapiens 
<400> 47 

agatcttaag caagtgtaac aactcagagt acgcggggag acccactcag gacacagcat 60 
ggacatgagg gtccccgctc agctcctggg gcttctgctg ctctggctcc caggtgccag 120 
atgtgccatc cagttgaccc agtctccatc ctccctgtct gcatctgtag gagacagagt 180 
caccatcact tgccgggcaa gtcagggcat tagcagtgct ttagcctggt atcagcagaa 240 
accagggaaa gctcctaagc tcctgatcta tgatgcctcc aatttggaaa gtggggtccc 300 
atcaaggttc agcggcagtg gatctgggac agatttcact ctcaccatca gcagcctgca 360 
gcctgaagat tttgcaactt attactgtca acagtttaat agttacccga cgttcggcca 420 
agggaccaag gtggaaatca aacgtacg 448 



<210> 48 

<211> 130 

<212> PRT 

<213> Homo sapiens 

<400> 48 

Met Asp Met Arg Val Pro Ala Gin Leu Leu Gly Leu Leu Leu Leu Trp 
1 5 10 15 

Leu Pro Gly Ala Arg Cys Ala He Gin Leu Thr Gin Ser Pro Ser Ser 
20 . 25 30 



Leu Ser Ala Ser Val Gly Asp Arg Val Thr He Thr Cys Arg Ala Ser 

35 40 45 
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Gin Gly He Ser Sex Ala Leu Ala Trp Tyr Gin Gin Lys Pro Gly Lys 
50 55 60 

Ala Pro Lys Leu Leu He Tyr Asp Ala Ser Asn Leu Glu Ser Gly Val 
65 70 75 80 

Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr 
85 90 95 

He Ser Ser Leu Gin Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gin Gin 
100 105 110 

Phe Asn Ser Tyr Pro Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys 
115 120 125 

Arg Thr 
130 



<210> 49 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 49 
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Glu Pro Pro Thr Ala Cys Arg Glu Lys Gin Tyr Leu lie 
1 5 10 



<210> 50 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic 
peptide 

<400> 50 

Pro Thr Ala Cys Arg Glu Lys Gin Tyr Leu He Asn Ser 
•1 5 10 

<210> 51 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic . 
peptide 

<400> 51 

Ala Cys Arg Glu Lys Gin Tyr Leu He Asn Ser Gin Cys 
15 10 
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<210> 52 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic 
peptide 

<400> 52 

Arg Glu Lys Gin Tyr Leu He Asn Ser Gin Cys Cys Ser 
1 5 10 



<210> 53 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 53 

Lys Gin Tyr Leu lie Asn Ser Gin Cys Cys Ser Leu Cys 
1 5 10 
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<210> 54 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 54 

Tyr Leu He Asn Ser Gin Cys Cys Ser Leu Cys Gin Pro 
1 5 10 

<210> 55 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic 
peptide 

<400> 55 

He Asn Ser Gin Cys Cys Ser Leu Cys Gin Pro Gly Gin 
1 5 10 



<210> 56 
<211> 13 
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<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 56 

Ser Gin Cys Cys Ser Leu Cys Gin Pro Gly Gin Lys Leu 
1 5 10 



<210> 57 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 57 

Cys Cys Ser Leu Cys Gin Pro Gly Gin Lys Leu Val Ser 
1 5 10 



<210> 58 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence Synthetic ' 
peptide 

<400> 58 

Ser Leu Cys Gin Pro Gly Gin Lys Leu Val Ser Asp Cys 
1 5 10 

<210> 59 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 59 

Cys Gin Pro Gly Gin Lys Leu Val Ser Asp Cys Thr Glu 
1 5 10 

<210> 60 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 
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<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 60 

Pro Gly Gin Lys Leu Val Ser Asp Cys Thr Glu Phe Thr 
1 5 10 



<210> 61 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence 'Synthetic 
peptide 

<400> 61 

Gin Lys Leu Val Ser Asp Cys Thr Glu Phe Thr Glu Thr 
1 5 10 . 



<210> 62 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 
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<400> 62 

Leu Val Ser Asp Cys Thr Glu Phe Thr Glu Thr Glu Cys ' 
1 5 10 



<210> 63 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : Synthetic 
peptide 

<400> 63 

Ser Asp Cys Thr Glu Phe Thr Glu Thr Glu Cys Leu Pro 
1 5 10 



<210> 64 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 64 
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Cys Thr Glu Phe Thr Glu Thr Glu Cys Leu Pro Cys Gly 
1 5 10 



<210> 65 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 65 

Glu Phe Thr Glu Thr Glu Cys Leu Pro Cys Gly Glu Ser 
1 5 10 



<210> 66 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic . 
peptide 

<400> 66 

Thr Glu Thr Glu Cys Leu Pro Cys Gly Glu Ser Glu Phe 

1 5 10 
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<210> 67 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 67 

Thr Glu Cys Leu Pro Cys Gly Glu Ser Glu Phe Leu Asp 
1 5 10 

<210> 68 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 68 

Cys Leu Pro Cys Gly Glu Ser Glu Phe Leu Asp Thr Trp 
1 5 10 
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<210> 69 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 69 

Pro Cys Gly Glu Ser Glu Phe Leu Asp Thr Trp Asn Arg 
15 10 

<210> 70 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic 
peptide 

<400> 70 

Gly Glu Ser Glu Phe Leu Asp Thr Trp Asn Arg Glu Thr 
1 5 10 



<210> 71 
<211> 13 
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<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence "-Synthetic 
peptide 

<400> 71 

Ser Glu Phe Leu Asp Thr Trp Asn Arg Glu Thr His Cys 
1 5 10 



<210> 72 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic 
peptide 

<400> 72 

Phe Leu Asp Thr Trp Asn Arg Glu Thr His Cys His Gin 
1 5 10 



<210> 73 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence Synthetic • 
peptide 

<400> 73 

Asp Thr Trp Asn Arg Glu Thr His Cys His Gin His Lys 
1 5 10 

<210> 74 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 74 

Trp Asn Arg Glu Thr His Cys His Gin His Lys Tyr Cys 
1 5 10 

<210> 75 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 
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<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 75 

Arg Glu Thr His Cys His Gin His Lys Tyr Cys Asp Pro 
1 5 10 

<210> 76 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 76 

Thr His Cys His Gin His Lys Tyr Cys Asp Pro Asn Leu 
1 5 10 



<210> 77 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 
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<400> 77 

Cys His Gin His Lys Tyr Cys Asp Pro Asn Leu Gly Leu ' 
1 5 10 



<210> 78 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 78 

Gin His Lys Tyr Cys Asp Pro Asn Leu Gly Leu Arg Val 
1 5 10 

<210> 79 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 



<400> 79 
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Lys Tyr Cys Asp Pro Asn Leu Gly Leu Arg Val Gin Gin 
1 5 10 



<210> 80 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 80 

Cys Asp Pro Asn Leu Gly Leu Arg Val Gin Gin Lys Gly 
1 5 10 



<210> 81 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic, 
peptide 

<400> 81 

Pro Asn Leu Gly Leu Arg Val Gin Gin Lys Gly Thr Ser 

1 5 10 
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<210> 82 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic 
peptide 

<400> 82 

Leu Gly Leu Arg Val Gin Gin Lys Gly Thr Ser Glu Thr 
1 5 10 



<210> 83 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 83 

Leu Arg Val Gin Gin Lys Gly Thr Ser Glu Thr Asp Thr 
1 5 10 

45/88 



WO0S063981 [file:/A\dcwas03\firmdata\lp\FolevP at\P atemDocuments\WO05063981.CPCl 



Page 159 of 212 



WO 2005/063981 PCT/JP2004/019750 

<210> 84 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 84 

Val Gin Gin Lys Gly Thr Ser Glu Thr Asp Thr He Cys 
1 5 10 



<210> 85 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic 
peptide 

<400> 85 

Gin Lys Gly Thr Ser Glu Thr Asp Thr He Cys Thr Cys 
1 5 10 



<210> 86 
<211> 13 



46/88 



WO05063981 [file:/A\dcwas03\firmdata\lp\FoleyPat\PatentDocumenls\WO05063981.CPCl 



WO 2005/063981 



PCT/JP2004/019750 



Page 160 of 212 



<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic 
peptide 

<400> 86 

Gly Thr Ser Glu Thr Asp Thr He Cys Thr Cys Glu Glu 
1 5 10 



<210> 87 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic 
peptide 

<400> 87 

Ser Glu Thr Asp Thr He Cys Thr Cys Glu Glu Gly Trp 
1 5 10 



<210> 88 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: Synthetic 
peptide 

<400> 88 

Thr Asp Thr He Cys Thr Cys Glu Glu Gly Trp His Cys 
1 5 10 

<210> 89 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic 
peptide 

<400> 89 

Thr He Cys Thr Cys Glu Glu Gly Trp His Cys Thr Ser 
1 5 10 

<210> 90 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 
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<223> Description of Artificial Sequence: Synthetic 
peptide 

<400> 90 

Cys Thr Cys Glu Glu Gly Trp His Cys Thr Ser Glu Ala 
1 5 10 

<210> 91 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic 
peptide 

<400> 91 

Cys Glu Glu Gly Trp His Cys Thr Ser Glu Ala Cys Glu 
1 5 10 

<210> 92 
<211> 13 
<212> PRT 

<213> Artificial Sequence 



<220> 
<223> 



Description of Artificial Sequence Synthetic 
peptide 
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<400> 92 

Glu Gly Trp His Cys Thr Ser Glu Ala Cys Glu Ser Cys 1 
1 5 10 



<210> 93 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 93 

Trp His Cys Thr Ser Glu Ala Cys Glu Ser Cys Val Leu 
1 5 10 

<210> 94 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 94 

50/88 



WO05063981 [file:/A\dcwas03\fir mda ta\lp\F o leyPat\Pate ntDo cumen t s\WO05063981.CPCl 



WO 2005/063981 



PCT/JP2004/019750 



Page 1 64 of 212 



Cys Thr Ser Glu Ala Cys Glu Ser Cys Val Leu His Arg 
1 5 10 



<210> 95 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence '.Synthetic 
peptide 

<400> 95 

Ser Glu Ala Cys Glu Ser Cys Val Leu His Arg Ser Cys 
• 1 5 10 

<210> 96 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : Synthetic . 
peptide 

<400> 96 

Ala Cys Glu Ser Cys Val Leu His Arg Ser Cys Ser Pro 

1 5 10 
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<210> 97 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 97 

Glu Ser Cys Val Leu His Arg Ser. Cys Ser Pro Gly Phe 
1 5 10 

<210> 98 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 98 

Cys Val Leu His Arg Ser Cys Ser Pro Gly Phe Gly Val 
1 5 10 
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<210> 99 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :Synthetic 
peptide 

<400> 99 

Leu His Arg Ser Cys Ser Pro Gly Phe Gly Val Lys Gin 
1 5 10 

<210> 100 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic 
peptide 

<400> 100 

Arg Ser Cys Ser Pro Gly Phe Gly Val Lys Gin He Ala 
1 5 10 



<210> 101 
<211> 13 
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<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence'-Synthetic 
peptide 

<400> 101 

Cys Ser Pro Gly Phe Gly Val Lys Gin lie Ala Thr Gly 
1 5 10 



<210> 102 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence'-Synthetic 
peptide 

<400> 102 

Pro Gly Phe Gly Val Lys Gin He Ala Thr Gly Val Ser 
1 5 10 



<210> 103 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence '-Synthetic ' 
peptide 

<400> 103 

Phe Gly Val Lys Gin lie Ala Thr Gly Val Ser Asp Thr 
1 5 10 



<210> 104 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 104 

Val Lys Gin lie Ala Thr Gly Val Ser Asp Thr He Cys 
1 5 10 

<210> 105 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 
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<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 105 

Gin He Ala Thr Gly Val Ser Asp Thr He Cys Glu Pro 
1 5 10 



<210> 106 
<2U> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 106 

Ala Thr Gly Val Ser Asp Thr He Cys Glu Pro Cys Pro 
1 5 10 



<210> 107 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence .'Synthetic 
peptide 
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<400> 107 

Gly Val Ser Asp Thr He Cys Glu Pro Cys Pro Val Gly - 
1 5 10 



<210> 108 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 108 

Ser Asp Thr lie Cys Glu Pro Cys Pro Val Gly Phe Phe 
1 5 10 



<210> 109 
<2U> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence .'Synthetic 
peptide 

<400> 109 

57/88 



WO05063981 [file:/A\dcwas03\firmdata\lp\FoleyPat\Pa tentD oc u ments\WO05063981.CPC1 



Page 171 of 212 



WO 2005/063981 PCT/JP2004/019750 

Thr He Cys Glu Pro Cys Pro Val Gly Phe Phe Ser Asn 
1 5 10 



<210> 110 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 110 

Cys Glu Pro Cys Pro Val Gly Phe Phe Ser Asn Val Ser 
•15 10 



<210> 111 
<211> 13 
<212> PRT 

<213> Artificial Sequence 



<220> 

<223> Description of Artificial Sequence : Synthet ic . 
peptide 

<400> 111 

Pro Cys Pro Val Gly Phe Phe Ser Asn Val Ser Ser Ala 

1 5 10 
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<210> 112 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic 
peptide 

<400> 112 

Pro Val Gly Phe Phe Ser Asn Val Ser Ser Ala Phe Glu 
1 5 10 



<210> 113 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 113 

Gly Phe Phe Ser Asn Val Ser Ser Ala Phe Glu Lys Cys 
1 5 10 
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<210> 114 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence '-Synthetic 
peptide 

<400> 114 

Phe Ser Asn Val Ser Ser Ala Phe Glu Lys Cys His Pro 
1 5 10 



<210> 115 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 115 

Asn Val Ser Ser Ala Phe Glu Lys Cys His Pro Trp Thr 
1 5 10 



<210> 116 
<211> 13 
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<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 116 

Ser Ser Ala Phe Glu Lys Cys His Pro Trp Thr Ser Cys 
1 5 10 

<210> 117 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic 
peptide 

<400> 117 

Ala Phe Glu Lys Cys His Pro Trp Thr Ser Cys Glu Thr 
1 5 10 



<210> 118 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 118 

Glu Lys Cys His Pro Trp Thr Ser Cys Glu Thr Lys Asp 
15 10 



<210> 119 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 119 

Cys His Pro Trp Thr Ser Cys Glu Thr Lys Asp Leu Val 
1 5 10 



<210> 120 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 
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<223> Description of Artificial Sequence: Synthetic 
peptide 

<400> 120 

Pro Trp Thr Ser Cys Glu Thr Lys Asp Leu Val Val Gin 
1 5 10 



<210> 121 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 121 

Thr Ser Cys Glu Thr Lys Asp Leu Val Val Gin Gin Ala 
1 5 10 



<210> 122 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic 
peptide 
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<400> 122 

Cys Glu Thr Lys Asp Leu Val Val Gin Gin Ala Gly Thr ' 
1 5 10 



<210> 123 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 123 

Thr Lys Asp Leu Val Val Gin Gin Ala Gly Thr Asn Lys 
1 5 10 



<210> 124 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic 
peptide 

<400> 124 
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Asp Leu Val Val Gin Gin Ala Gly Thr Asn Lys Thr Asp 
1 5 10 



<210> 125 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 125 

Val Val Gin Gin Ala Gly Thr Asn Lys Thr Asp Val Val 
•1 5 10 



<210> 126 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : Synthetic • 
peptide 

<400> 126 

Gin Gin Ala Gly Thr Asn Lys Thr Asp Val Val Cys Gly 

1 5 10 
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<210> 127 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 127 

Ala Gly Thr Asn Lys Thr Asp Val Val Cys Gly Pro Gin 
1 5 10 



<210> 128 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :Synthetic 
peptide 

<400> 128 

Thr Asn Lys Thr Asp Val Val Cys Gly Pro Gin Asp Arg 
1 5 10 
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<210> 129 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic 
peptide 

<400> 129 

Lys Thr Asp Val Val Cys Gly Pro Gin Asp Arg Leu Arg 
1 5 10 

<210> 130 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic 
peptide 

<400> 130 

Asp Val Val Cys Gly Pro Gin Asp Arg Leu Arg Ala Leu 
1 5 10 



<210> 131 
<211> 1425 
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<212> DNA 



<213> Homo 


sapiens 




<400> 131 






atgtctgtct 


ccttcctcat 


cttcctgccc 


caggtccaac 


tgcagcagtc 


aggtccagga 


acctgtgcca 


tctccgggga 


cagtgtctct 


cagtccccat 


cgagagacct 


tgagtggctg 


cgtgattatg 


taggatctgt 


gaaaagtcga 


cagttctccc 


tgcagctgaa 


ctctgtgact 


agagcacagt 


ggctgggagg 


ggattacccc 


gggaccacgg 


tcaccgtctc 


ctcagctagc 


ccctgctcca 


ggagcacctc 


cgagagcaca 


ttccccgaac 


cggtgacggt 


gtcgtggaac 


ttcccagctg 


tcctacagtc 


ctcaggactc 


tccagcaact 


tcggcaccca 


gacctacacc 


aaggtggaca 


agacagttga 


gcgcaaatgt 


cctgtggcag 


gaccgtcagt 


cttcctcttc 


tcccggaccc 


ctgaggtcac 


gtgcgtggtg 


cagttcaact 


ggtacgtgga 


cggcgtggag 


gagcagttca 


acagcacgtt 


ccgtgtggtc 


ctgaacggca 


aggagtacaa 


gtgcaaggtc 


aaaaccatct 


ccaaaaccaa 


agggcagccc 


tcccgggagg 


agatgaccaa 


gaaccaggtc 


cccagcgaca 


tcgccgtgga 


gtgggagagc 


acacctccca 


tgctggactc 


cgacggctcc 


aagagcaggt 


ggcagcaggg 


gaacgtcttc 


aaccactaca 


cgcagaagag 


cctctccctg 



gtgctgggcc 


tcccatgggg 


tgtcctgtca 


60 


ctggtgaagc 


cctcgcagac 


cctctcactc 


120 


agcaacagtg 


ctacttggaa 


ctggatcagg 


180 


ggaaggacat 


actacaggtc 


caagtggtat 


240 


ataatcatca 


acccagacac 


atccaacaac 


300 


cccgaggaca 


cggctatata 


ttactgtaca 


360 


tactactaca 


gtatggacgt 


ctggggccaa 


420 


accaagggcc 


catcggtctt 


ccccctggcg 


480 


gcggccctgg 


gctgcctggt 


caaggactac 


540 


tcaggcgctc 


tgaccagcgg 


cgtgcacacc 


600 


tactccctca 


gcagcgtggt 


gaccgtgccc 


660, 


tgcaacgtag 


atcacaagcc 


cagcaacacc 


720 


tgtgtcgagt 


gcccaccgtg 


cccagcacca 


780 


cccccaaaac 


ccaaggacac 


cctcatgatc 


840 


gtggacgtga 


gccacgaaga 


ccccgaggtc 


900 


gtgcataatg 


ccaagacaaa 


gccacgggag 


960 


agcgtcctca 


ccgttgtgca 


ccaggactgg 


1020 


tccaacaaag 


gcctcccagc 


ctccatcgag 


1080 


cgagaaccac 


aggtgtacac 


cctgccccca 


1140 


agcctgacct 


gcctggtcaa 


aggcttctac 


1200 


aatgggcagc 


cggagaacaa 


ctacaagacc 


1260 


ttcttcctct 


acagcaagct 


caccgtggac 


1320 


tcatgctccg 


tgatgcatga 


ggctctgcac 


1380 


tctccgggta 


aatga 




1425 
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<210> 132 
<211> 474 
<212> PRT 

<213> Homo sapiens 
<400> 132 

Met Ser Val Ser Phe Leu He Phe Leu Pro Val Leu Gly Leu Pro Trp 
1 5 10 15 

Gly Val Leu Ser Gin Val Gin Leu Gin Gin Ser Gly Pro Gly Leu Val 
20 25 30 

Lys Pro Ser Gin Thr Leu Ser Leu Thr Cys Ala He Ser Gly Asp Ser 
35 40 45 

Val Ser Ser Asn Ser Ala Thr Trp Asn Trp He Arg Gin Ser Pro Ser 
50 55 60 

Arg Asp Leu Glu Trp Leu Gly Arg Thr Tyr Tyr Arg Ser Lys Trp Tyr 
65 70 75 80 

Arg Asp Tyr Val Gly Ser Val Lys Ser Arg He lie lie Asn Pro Asp 
85 90 95 

Thr Ser Asn Asn Gin Phe Ser Leu Gin Leu Asn Ser Val- Thr Pro Glu 
100 105 110 

Asp Thr Ala He Tyr Tyr Cys Thr Arg Ala Gin Trp Leu Gly Gly Asp 
115 . 120 125 
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Tyr Pro Tyr Tyr Tyr Ser Met Asp Val Trp Gly Gin Gly Thr Thr Val 
130 135 140 

Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala 
145 150 155 160 

Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu 
165 170 175 

Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly 
180 185 190 

Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gin Ser Ser 
195 200 205 

Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe 
210 215 220 

Gly Thr Gin Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr 
225 230 235 240 

Lys Val Asp Lys Thr Val Glu Arg Lys Cys Cys Val' Glu Cys Pro Pro 
245 250 255 

Cys Pro Ala Pro Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro 
260 265 270 

Lys Pro Lys Asp Thr Leu Met He Ser Arg Thr Pro Glu Val Thr Cys 
275 . 280 285 
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Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Gin Phe Asn Trp 
290 295 300 

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu 
305 310 315 320 

Glu Gin Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val 
325 330 335 

His Gin Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn 
340 345 350 

Lys Gly Leu Pro Ala Ser lie Glu Lys Thr He Ser Lys Thr Lys Gly 
355 360 365 

Gin Pro Arg Glu Pro Gin Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu 
370 375 380 

Met Thr Lys Asn Gin Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr 
385 390 395 400 

Pro Ser Asp lie Ala Val Glu Trp Glu Ser Asn Gly" Gin Pro Glu Asn 
405 410 415 

Asn Tyr Lys Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe 
420 425 430 

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gin Gin Gly Asn 
435 440 445 
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Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr 



450 



455 



460 



Gin Lys Ser Leu Ser Leu Ser Pro Gly Lys 



465 



470 



<210> 133 
<211> 696 
<212> DNA 
<213> Homo sapiens 

<400> 133 

atggaagccc cagctcagct tctcttcctc ctgctactct ggctcccaga taccaccgga 60 
gaaattgtgt tgacacagtc tccagccacc ctgtctttgt ctccagggga aagagccacc 120 
ctctcctgca gggccagtca gagtgttagc agctacttag cctggtacca acagaaacct 180 
ggccaggctc ccaggctcct catctatgat gcatccaaca gggccactgg catcccagcc 240 
aggttcagtg gcagtgggtc tgggacagac ttcactctca ccatcagcag cctagagcct 300 
gaagattttg cagtttatta ctgtcagcag cgtagcaaca ctttcggccc tgggaccaaa 360 
gtggatatca aacgtacggt ggctgcacca tctgtcttca tcttcccgcc atctgatgag 420 
cagttgaaat ctggaactgc ctctgttgtg tgcctgctga ataacttcta tcccagagag 480 
gccaaagtac agtggaaggt ggataacgcc ctccaatcgg gtaactccca ggagagtgtc 540 
acagagcagg acagcaagga cagcacctac agcctcagca gcaccctgac gctgagcaaa 600 
gcagactacg agaaacacaa agtctacgcc tgcgaagtca cccatcaggg cctgagctcg 660 
cccgtcacaa agagcttcaa caggggagag tgttga 696 



<210> 134 
<211> 231 
<212> PRT 



72/88 



WO05063981 [file:/A\dcwas03\firm d ata\lp\FoleyPat\PatentDocuinerits\WO0 5063 981.C P Cl 



WO 2005/063981 



PCT/JP2004/019750 



Page 186 of 212 



<213> Homo sapiens 
<400> 134 

Met Glu Ala Pro Ala Gin Leu Leu Phe Leu Leu Leu Leu Tip Leu Pro 
15 10 15 

Asp Thr Thr Gly Glu He Val Leu Thr Gin Ser Pro Ala Thr Leu Ser 
20 25 30 

Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gin Ser 
35 40 45 

Val Ser Ser Tyr Leu Ala Trp Tyr. Gin Gin Lys Pro Gly Gin Ala Pro 
50 55 60 

Arg Leu Leu He Tyr Asp Ala Ser Asn Arg Ala Thr Gly He Pro Ala 
65 70 75 80 

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr He Ser 
85 90 95 

Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys' Gin Gin Arg Ser 
100 105 110 

Asn Thr Phe Gly Pro Gly Thr Lys Val Asp He Lys Arg Thr Val Ala 
115 120 125 



Ala Pro Ser Val Phe He Phe Pro Pro Ser Asp Glu Gin Leu Lys Ser 

130 135 140 

73/88 



WQ05063981 [file:/AVdcwas03\firmdata\lp\FoleyPat\PatentDocuments\WO05063981.CPC] 



Page 187 of 212 



WO 2005/063981 PCT/JP2004/0 19750 

Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu 
145 150 155 160 

Ala Lys Val Gin Tip Lys Val Asp Asn Ala Leu Gin Ser Gly Asn Ser 
165 170 175 

Gin Glu Ser Val Thr Glu Gin Asp Ser Lys Asp Ser Thr Tyr Ser Leu 
180 185 190 

Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val 
195 200 205 

Tyr Ala Cys Glu Val Thr His Gin Gly Leu Ser Ser Pro Val Thr Lys 
210 215 220 

Ser Phe Asn Arg Gly Glu Cys 
225 230 



<210> 135 
<211> 1407 
<212> DNA 
<213> Homo sapiens 

<400> 135 

atggagttgg gactgagctg gattttcctt 
gtgcagctgg tggagtctgg gggaggcttg 
tgtgcagcct ctggattcac ctttgatgat 
gggaagggcc tggagtgggt ctcaggtatt 



ttggctattt taaaaggtgt ccagtgtgaa 60 

gtacagcctg gcaggtccct gagactctcc 120 

tatgccatgc actgggtccg gcaagctcca 180 

agttggaata gtggtagctt ggtgcatgcg 240 
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gactctgtga 


agggccgatt 


caccatctcc 


caaatgaaca 


gtctgagagc 


tgaggacacg 


tttcggggag 


ttaggtacta 


cggtatggac 


tcctcagcta 


gcaccaaggg 


cccatcggtc 


tccgagagca 


cagcggccct 


gggctgcctg 


gtgtcgtgga 


actcaggcgc 


tctgaccagc 


tcctcaggac 


tctactccct 


cagcagcgtg 


cagacctaca 


cctgcaacgt 


agatcacaag 


gagcgcaaat 


gttgtgtcga 


gtgcccaccg 


gtcttcctct 


tccccccaaa 


acccaaggac 


acgtgcgtgg 


tggtggacgt 


gagccacgaa 


gacggcgtgg 


aggtgcataa 


tgccaagaca 


ttccgtgtgg 


tcagcgtcct 


caccgttgtg 


aagtgcaagg 


tctccaacaa 


aggcctccca 


aaagggcagc 


cccgagaacc 


acaggtgtac 


aagaaccagg 


tcagcctgac 


ctgcctggtc 


gagtgggaga 


gcaatgggca 


gccggagaac 


tccgacggct 


ccttcttcct 


ctacagcaag 


gggaacgtct 


tctcatgctc 


cgtgatgcat 


agcctctccc 


tgtctccggg 


taaatga 



agagacaacg ccaagaactc cctgtatctg 300 
gccttgtatt actgtgcaag agataggcta 360 
gtctggggcc aagggaccac ggtcaccgtc 420 
ttccccctgg cgccctgctc caggagcacc 480 
gtcaaggact acttccccga accggtgacg 540 
ggcgtgcaca ccttcccagc tgtcctacag 600 
gtgaccgtgc cctccagcaa cttcggcacc 660 
cccagcaaca ccaaggtgga caagacagtt 720 
tgcccagcac cacctgtggc aggaccgtca 780 
accctcatga tctcccggac ccctgaggtc 840 
gaccccgagg tccagttcaa ctggtacgtg 900 
aagccacggg aggagcagtt caacagcacg 960 
caccaggact ggctgaacgg caaggagtac 1020 
gcctccatcg agaaaaccat ctccaaaacc 1080 
accctgcccc catcccggga ggagatgacc 1140 
aaaggcttct accccagcga catcgccgtg 1200 
aactacaaga ccacacctcc catgctggac 1260 
ctcaccgtgg acaagagcag gtggcagcag 1320 
gaggctctgc acaaccacta cacgcagaag 1380 

1407 



<210> 136 
<211> 468 
<212> PRT 
<213> Homo sapiens 

<400> 136 

Met Glu Leu Gly Leu Ser Trp lie Phe Leu Leu Ala He Leu Lys Gly 

15 10 15 
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Val Gin Cys Glu Val Gin Leu Val Glu Ser Gly Gly Gly Leu Val Gin 
20 25 ' 30 

Pro Gly Arg Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe' 
35 40 45 

Asp Asp Tyr Ala Met His Trp Val Arg Gin Ala Pro Gly Lys Gly Leu 
50 55 60 

Glu Trp Val Ser Gly lie Ser Trp Asn Ser Gly Ser Leu Val His Ala 
65 70 75 80 

Asp Ser Val Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ala Lys Asn 
85 90 95 

Ser Leu Tyr Leu Gin Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Leu 
100 105 110 

Tyr Tyr Cys Ala Arg Asp Arg Leu Phe Arg Gly Val Arg Tyr Tyr Gly 
115 120 125 

Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser Ala Ser 
130 135 140 

Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr 
145 150 155 160 



Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro 

165 170 175 
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Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val 

180 185 190 

His Thr Phe Pro Ala Val Leu Gin Ser Ser Gly Leu Tyr Ser Leu Ser 
195 200 205 

Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gin Thr Tyr Thr 
210 215 220 

Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Thr Val 
225 ' 230 235 240 

Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro Pro Val 
245 250 255 

Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu 
260 265 270 

Met He Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser 
275 280 285 

His Glu Asp Pro Glu Val Gin Phe Asn Trp Tyr Val Asp Gly Val Glu 
290 295 300 

Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gin Phe Asn Ser Thr 
305 310 315 320 

Phe Arg Val Val Ser Val Leu Thr Val Val His Gin Asp Trp Leu Asn 
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325 . 330 335 

Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu 'Pro Ala Ser 
340 345 350 

lie Glu Lys Thr He Ser Lys Thr Lys Gly Gin Pro Arg Glu Pro Gin 
355 360 365 

Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gin Val 
370 375 380 

Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lie Ala Val 
385 390 395 400 

Glu Trp Glu Ser Asn Gly Gin Pro Glu Asn Asn Tyr Lys Thr Thr Pro 
405 410 415 

Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr 
420 425 ■ 430 

Val Asp Lys Ser Arg Trp Gin Gin Gly Asn Val Phe Ser Cys Ser Val 
435 440 445 

Met His Glu Ala Leu His Asn His Tyr Thr Gin Lys Ser Leu Ser Leu 
450 455 460 

Ser Pro Gly Lys 
465 
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<210> 137 
<211> 702 
<212> DNA 
<213> Homo sapiens 

<400> 137 

atggaagccc cagctcagct tctcttcctc ctgctactct ggctcccaga taccaccgga 60 
gaaattgtgt tgacacagtc tccagccacc ctgtctttgt ctccagggga aagagccacc 120 
ctctcctgca gggccagtca gagtgttagc agctacttag cctggtacca acagaaacct 180 
ggccaggctc ccaggctcct catctatgat gcatccaaca gggccactgg catcccagcc 240 
aggttcagtg gcagtgggtc tgggacagac ttcactctca ccatcagcag cctagagcct 300 
gaagattttg cagtttatta ctgtcagcag cgtagccact ggctcacttt cggcgggggg 360 
accaaggtgg agatcaaacg tacggtggct gcaccatctg tcttcatctt cccgccatct 420 
gatgagcagt tgaaatctgg aactgcctct gttgtgtgcc tgctgaataa cttctatccc 480 
agagaggcca aagtacagtg gaaggtggat aacgccctcc aatcgggtaa ctcccaggag 540 - 
agtgtcacag agcaggacag caaggacagc acctacagcc tcagcagcac cctgacgctg 600 
agcaaagcag actacgagaa acacaaagtc tacgcctgcg aagtcaccca tcagggcctg 660 
agctcgcccg tcacaaagag cttcaacagg ggagagtgtt ga 702 



<210> 138 
<211> 233 
<212> PRT 
<213> Homo sapiens 

<400> 138 

Met Glu Ala Pro Ala Gin Leu Leu Phe Leu Leu Leu Leu Trp Leu Pro 
15 10 15 



Asp Thr Thr Gly Glu He Val Leu Thr Gin Ser Pro Ala Thr Leu Ser 
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20 25 30 

Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Ala 'Ser Gin Ser 
35 ' 40 45 

Val Ser Ser Tyr Leu Ala Tip Tyr Gin Gin Lys Pro Gly Gin Ala Pro 
50 55 60 

Arg Leu Leu lie Tyr Asp Ala Ser Asn Arg Ala Thr Gly He Pro Ala 
65 70 75 80 

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr He Ser 
• 85 90 95 

Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gin Gin Arg Ser 
100 105 110 

His Trp Leu Thr Phe Gly Gly Gly Thr Lys Val Glu He Lys Arg Thr 
115 120 125 

Val Ala Ala Pro Ser Val Phe lie Phe Pro Pro Ser Asp Glu Gin Leu 
130 135 140 

Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro 
145 150 155 160 

Arg Glu Ala Lys Val Gin Trp Lys Val Asp Asn Ala Leu Gin Ser Gly 
165 170 175 

Asn Ser Gin Glu Ser Val Thr Glu Gin Asp Ser Lys Asp Ser Thr Tyr 
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180 185 190 

Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr 'Glu Lys His . i 
195 200 205 

Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly Leu Ser Ser Pro Val 
210 215 220 

Thr Lys Ser Phe Asn Arg Gly Glu Cys 
225 230 



<210> 139 
<211> 1425 
<212> DNA 

<213> Homo sapiens 
<400> 139 

atggatctca tgtgcaagaa aatgaagcac 
cccagatggg tcctgtccca gctgcagctg 
tcggagaccc tgtccctcac ctgcactgtc 
tacgggggct ggatccgcca gcccccaggg 
aaaagtggga gcacctacca caacccgtcc 
acgtccaaga accagttctc cctgaagctg 
tattactgta cgagacctgt agtacgatat 
accctggtca ccgtctcctc agctagcacc 
tgctccagga gcacctccga gagcacagcc 
cccgaaccgg tgacggtgtc gtggaactca 
ccggctgtcc tacagtcctc aggactctac 
agcagcttgg gcacgaagac ctacacctgc 



ctgtggttct 


tcctcctgct 


ggtggcggct 


60 


caggagtcgg 


gcccaggact 


actgaagcct 


120 


tctggcggct 


ccatcagcag 


tcctggttac 


180 


aaggggctgg 


agtggattgg 


gagtatctat 


240 


ctcaagagtc 


gagtcaccat 


atccgtagac 


300 


agctctgtga 


ccgccgcaga 


cacggctgtg 


360 


tttgggtggt 


tcgaccQctg 


gggccaggga 


420 


aaggggccat 


ccgtcttccc 


cctggcgccc 


480 


gccctgggct 


gcctggtcaa 


ggactacttc 


540 


ggcgccctga 


ccagcggcgt 


gcacaccttc 


600 


tccctcagca 


gcgtggtgac 


cgtgccctcc 


660 


aacgtagatc 


acaagcccag 


caacaccaag 


720 
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gtggacaaga gagttgagtc caaatatggt cccccatgcc caccatgccc agcacctgag 780 
ttcgaggggg gaccatcagt cttcctgttc cccccaaaac ccaaggacac tctcatgatc 840 
tcccggaccc ctgaggtcac gtgcgtggtg gtggacgtga gccaggaaga ccccgaggtc 900 
cagttcaact ggtacgtgga tggcgtggag gtgcataatg ccaagacaaa gccgcgggag 960 
gagcagttca acagcacgta ccgtgtggtc agcgtcctca ccgtcctgca ccaggactgg 1020 
ctgaacggca aggagtacaa gtgcaaggtc tccaacaaag gcctcccgtc ctccatcgag 1080 
aaaaccatct ccaaagccaa agggcagccc cgagagccac aggtgtacac cctgccccca 1140 
tcccaggagg agatgaccaa gaaccaggtc agcctgacct gcctggtcaa aggcttctac 1200 
cccagcgaca tcgccgtgga gtgggagagc aatgggcagc cggagaacaa ctacaagacc 1260 
acgcctcccg tgctggactc cgacggctcc ttcttcctct acagcaggct aaccgtggac 1320 
aagagcaggt ggcaggaggg gaatgtcttc tcatgctccg tgatgcatga ggctctgcac 1380 
aaccactaca cacagaagag cctctccctg tctctgggta aatga 1425 



<210> 140 
<211> 474 
<212> PFT 

<213> Homo sapiens 
<400> 140 

Met Asp Leu Met Cys Lys Lys Met Lys His Leu Trp Phe Phe Leu Leu 
1 5 10 15 

Leu Val Ala Ala Pro Arg Trp Val Leu Ser Gin Leu Gin Leu Gin Glu 
20 25 . 30 

Ser Gly Pro Gly Leu Leu Lys Pro Ser Glu Thr Leu Ser Leu Thr Cys 
35 40 45 



Thr Val Ser Gly Gly Ser He Ser Ser Pro Gly 
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50 



55 



60 



He Arg Gin Pro Pro Gly Lys Gly Leu Glu Trp He Gly'Ser He Tyr 
65 70 75 80 

Lys Ser Gly Ser Thr Tyr His Asn Pro Ser Leu Lys Ser Arg Val Thr 
85 90 95 



lie Ser Val Asp Thr Ser Lys Asn Gin Phe Ser Leu Lys Leu Ser Ser 
100 105 110 

Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Thr Arg Pro Val Val 
115 120 125 

Arg Tyr Phe Gly Trp Phe Asp Pro Trp Gly Gin Gly Thr Leu Val Thr 
. 130 135 140 

Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro 
145 150 155 160 

Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val 
165 170 175 



Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala 
180 185 . ' 190 

Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gin Ser Ser Gly 
195 200 205 



Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly 
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210 215 220 



Thr Lys Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys 
225 230 235 240 

Val Asp Lys Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys 
245 250 255 

Pro Ala Pro Glu Phe Glu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro 
260 265 270 

Lys Pro Lys Asp Thr Leu Met He Ser Arg Thr Pro Glu Val Thr Cys 
275 280 285 

Val Val Val Asp Val Ser Gin Glu Asp Pro Glu Val Gin Phe Asn Trp 
290 295 300 

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu 
305 310 315 320 

Glu Gin Phe Asn Ser Thr Tyr Arg Val Val Ser Val - Leu Thr Vai Leu 
325 330 335 

His Gin Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn 
340 • 345 350 

Lys Gly Leu Pro Ser Ser He Glu Lys Thr He Ser Lys Ala Lys Gly 
355 360 365 
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Gin Pro Arg Glu Pro Gin Val Tyr Thr Leu Pro Pro Ser Gin Glu Glu 
370 375 380 

Met Thr Lys Asn Gin Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr 
385 390 395 400 

Pro Ser Asp He Ala Val Glu Tip Glu Ser Asn Gly Gin Pro Glu Asn 
405 410 415 

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe 
420 425 430 

Leu Tyr Ser Arg Leu Thr Val Asp Lys Ser Arg Trp Gin Glu Gly Asn 
435 440 445 

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr 
450 455 460 

Gin Lys Ser Leu Ser Leu Ser Leu Gly Lys 
465 470 



<210> 141 
<2U> 708 
<212> DNA 
<213> Homo sapiens 

<400> 141 

atggacatga gggtccccgc tcagctcctg gggcttctgc tgctctggct cccaggtgcc 60 

agatgtgcca tccagttgac ccagtctcca tcctccctgt ctgcatctgt aggagacaga 120 
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gtcaccatca cttgccgggc aagtcagggc attagcagtg ctttagcctg gtatcagcag 180 
aaaccaggga aagctcctaa gctcctgatc tatgatgcct ccaatttgga aagtggggtc 240 
ccatcaaggt tcagcggcag tggatctggg acagatttca ctctcaccat cagcagcctg 300 
cagcctgaag attttgcaac ttattactgt caacagttta atagttaccc gacgttcggc 360 
caagggacca aggtggaaat caaacgtacg gtggctgcac catctgtctt catcttcccg 420 
ccatctgatg agcagttgaa atctggaact gcctctgttg tgtgcctgct gaataacttc 480 
tatcccagag aggccaaagt acagtggaag gtggataacg ccctccaatc gggtaactcc 540 
caggagagtg tcacagagca ggacagcaag gacagcacct acagcctcag cagcaccctg 600 
acgctgagca aagcagacta cgagaaacac aaagtctacg cctgcgaagt cacccatcag 660 
ggcctgagct cgcccgtcac aaagagcttc aacaggggag agtgttga 708 



<210> 142 
<2U> 235 
<212> PRT 
<213> Homo sapiens 

<400> 142 

Met Asp Met Arg Val Pro Ala Gin Leu Leu Gly Leu Leu Leu Leu Trp 
1 5 10 15 

Leu Pro Gly Ala Arg Cys Ala He Gin Leu Thr Gin Ser Pro Ser Ser 
20 25 30 

Leu Ser Ala Ser Val Gly Asp Arg Val Thr He Thr Cys Arg Ala Ser 
35 40 45 

Gin Gly He Ser Ser Ala Leu Ala Trp Tyr Gin Gin Lys Pro Gly Lys 
50 . 55 60 
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Ala Pro Lys Leu Leu lie Tyr Asp Ala Ser Asn Leu Glu Ser Gly Val 
65 70 75 80 

Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr 
85 90 95 



He Ser Ser Leu Gin Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gin Gin 
100 105 110 

Phe Asn Ser Tyr Pro Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys 
115 120 125 

Arg Thr Val Ala Ala Pro Ser Val Phe He Phe Pro Pro Ser Asp Glu 
130 135 140 



Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe 
145 150 155 160 

Tyr Pro Arg Glu Ala Lys Val Gin Trp Lys Val Asp Asn Ala Leu Gin . 

165 170 175 

Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp Ser Lys Asp Ser 
180 185 190 

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu 
195 200 205 



Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin Gly Leu Ser Ser 
210 215 220 
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Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys 
225 230 235 
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nor disclosed therein in a manner sufficiently clear and complete. 
Reasons are as follows. 

Claims 1 to 12, 17 to 20, 45 to 50 and 52 

Concerning "the heavy chain of a monoclonal antibody" according to 
the above claims, one having the heavy chain variable region of KM341-1-19 
antibody or 2105 antibody and the upper hinge and middle hinge of human 
IgG2 and a substitution of proline at the 331-position in the constant 
region into serine is exclusively presented in EXAMPLES, etc. as the 
heavy chain of a CD40-binding monoclonal antibody causing an increase 
or decrease in ADCC and/or CDC and having an agonistic activity. 
Concerning the heavy chain of an anti-CD40 monoclonal antibody having 
a variable region or the deletion, substitution or addition of an amino 
acid other than those presented in EXAMPLES, etc. , it is unknown a heavy 
chain of what specific structure of CD4 0-binding antibody causes an 
increase or decrease in ADCC and/or CDC and has an agonistic activity 
and an excessively large amount of trials and errors are needed for a 
person skilled in the art to obtain such an anti-CD40 monoclonal antibody 
heavy chain. Thus, it does not appear that the above claims are clearly 
described. Furthermore, it is considered that the inventions according 
to the above claims are neither sufficiently supported by the description 
nor disclosed therein in a manner sufficiently clear and complete for 
the inventions to be carried out by a person skilled in the art. 

No search was made on the inventions the claims of which are not clearly 
described and which are neither sufficiently supported by the description 
nor disclosed therein in a manner sufficiently clear and complete. 



Claims 50 and 52 

Concerning "a medicinal composition" according to the above claims, 
no pharmacological dataproving that the composition is useful for pathogen 
or in preventing or treating autoimmune diseases can be found in EXAMPLES, 
etc. Thus, it is unknown whether or not the composition is usable as 
a medicine. Therefore, it is considered that the inventions according 
to the above claims are neither sufficiently supported by the description 
nor disclosed therein in a manner sufficiently clear and complete for 
the inventions to be carried out by a person skilled in the art. 

No search was made on the inventions the claims of which are not clearly 
described and which are neither sufficiently supported by the description 
nor disclosed therein in a manner sufficiently clear and complete. 
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Claims 1 to 50, 52 and 89 to 92 

Concerning "the heavy chain of a monoclonal antibody" according to 
the above claims , nothing but the heavy chain of a CD4 0-binding monoclonal 
antibody having an agonistic activity and causing a decrease in CDC is 
found out in EXAMPLES, etc. (i.e., none causing an increase or a decrease 
in ADCC or an increase in CDC is not presented) . It is unknown a heavy 
chain of a monoclonal antibody of what specific structure causes an 
increase or a decrease in ADCC and a heavy chain of a monoclonal antibody 
of what specific structure causes an increase in CDC. An excessively 
large amount of trials and errors are needed for a person skilled in 
the art to obtain such an anti-CD40 monoclonal antibody heavy chain. 
Thus, it does not appear that the above claims are clearly described. 
Furthermore, it is considered that the inventions according to the above 
claims are neither sufficiently supported by the description nor disclosed 
therein in a manner sufficiently clear and complete for the inventions 
to be carried out by a person skilled in the art. 

No search was made on the inventions the claims of which are not clearly 
described and which are neither sufficiently supported by the description 
nor disclosed therein in a manner sufficiently clear and complete. 

Claims 53 to 66, 81, 82 and 84 to 88 

Concerning "the heavy chain of a monoclonal antibody" according to 
the above claims, one having the variable region of 4D11 antibody and 
human IgG4 constant region, human IgG4 constant region having a 
substitution of serine at the 228-position into proline or serine at 
the 228-position into proline and a substitution of leucine at the 
235-position into glutamic acid is exclusively presented in EXAMPLES, 
etc. as the heavy chain of a CD40-binding monoclonal antibody causing 
an increase or decrease in ADCC and/or CDC and having an antagonistic 
activity. Concerning the heavy chain of an anti-CD40 monoclonal antibody 
having a variable region or the deletion, substitution or addition of 
an amino acid other than those presented in EXAMPLES, etc. , it is unknown 
a heavy chain of what specific structure of CD40-binding antibody causes 
an increase or decrease in ADCC and/or CDC and has an antagonistic activity 
and an excessively large amount of trials and errors are needed for a 
person skilled in the art to obtain such an anti-CD40 monoclonal antibody 
heavy chain. Thus, it does not appear that the above claims are clearly 
described. Furthermore, it is considered that the inventions according 
to the above claims are neither sufficiently supported by the description 
nor disclosed therein in a manner sufficiently clear and complete for 
the inventions to be carried out by a person skilled in the art. 

No search was made on the inventions the claims of which are not clearly 
described and which are neither sufficiently supported by the description 
nor disclosed therein in a manner sufficiently clear and complete. 
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Claims 82 and 84 

Concerning "a medicinal composition" according to the above claims, 
no pharmacological data proving that the composition is useful in 
preventing or treating autoimmune diseases, allergy or blood coagulation 
factor VIII inhibition syndrome can be found in EXAMPLES, etc. Thus, 
it is unknown whether or not the composition is usable as a medicine. 
Therefore, it is considered that the inventions according to the above 
claims are neither sufficiently supportedby the description nor disclosed 
therein in a manner sufficiently clear and complete for the inventions 
to be carried out by a person skilled in the art. 

No search was made on the inventions the claims of which are not clearly 
described and which are neither sufficiently supported by the description 
nor disclosed therein in a manner sufficiently clear and complete. 

Claims 53 to 82, 84 to 88, 93 and 94 

Concerning "the heavy chain of a monoclonal antibody" according to 
the above claims, nothing causing an increase in ADCC and/or CDC is found 
out in EXAMPLES, etc. It is unknown what specific structure the monoclonal 
antibody heavy chain has and an excessively large amount of trials and 
errors are needed for aperson skilled in the art to obtain such an anti-CD40 
monoclonal antibody heavy chain. Thus, it does not appear that the above 
claims are clearly described. Furthermore, it is considered that the 
inventions according to the above claims are neither sufficiently 
supportedby the description nor disclosed therein in a manner sufficiently 
clear and complete for the inventions to be carried out by a person skilled 
in the art. 

No search was made on the inventions the claims of which are not clearly 
described and which are neither sufficiently supported by the description 
nor disclosed therein in a manner sufficiently clear and complete. 



Continuation of Box No. Ill of continuation of first sheet (2) 

Moreover, an effect of sustaining the agonistic activity is achieved 
by the mutation in one group while an effect of sustaining the antagonistic 
activity is achieved by the mutation in the other group. Namely, they 
differ from each other. Thus, the matter common to these invention groups 
resides in the deletion, substitution or addition of an amino acid in 
the constant region of an anti-CD40 monoclonal antibody. However, this 
point is publicly known as reported in, for example, the following 
documents (JP 2003-519470 A (SEATTLE GENETICS, INC.) 24 June, 2003 
(24.06.03) & WO 2000/075348 Al) . 

Such being the case, the inventions according to claims 1 to 52 and 
89 to 92 and the inventions according to claims 53 to 88, 93 and 94 are 
not considered as a group of inventions so linked as to form a single 
general inventive concept. Namely, there are two groups of inventions 
differing from each other. 
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